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For the chronic schizophrenic patient, 
Navane can mean more competent 
work performance,'? and a smoother 
path towards social recovery. Navane 
may help improve the ability to 
concentrate, and promote a better 


attitude toward work and co-workers.'? 


Anticholinergic* and cardiovascular”® 
side effects in patients treated with 
Navane are reported infrequently. 
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occur, they usually can be controlled. 


In schizophrenia, 


27% rise in work output 
compared to baseline shown 
in patients switched to Navane*’ 


IMPROVEMENT 
THIDTHIXENE GROUP 









REGULAR MEDICATION GROUP 


DETERIORATION 


PERCENT CHANGE 








2 3 


MONTHS OF STUDY 





(Adapted from DiMascic and Demirgian*.) 


Forty-two psychotic male and female patients under age 55 were 
entered in this study on a nonblind basis, and randomly assigned to 
their regular medication or switched to thiothixene. Patients were 
evaluated at baseline and on a daily basis, and periodically rated on 
the Global Improvement and Brief Psychiatric Rating Scales. 
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PAMELOR (nortriptyline HC) 
BRIEF SUMMARY. 


Please see package insert for full prescribing information. 


Contraindications: 1) Concurrent use with a monoamine oxi- 
dase (MAQ) inhibitor, since hyperpyretic crises, severe convul- 
sions, and fatalities have occurred when similar tricyclic 
antidepressants were used in such combinations: MAO inhibi- 
tors should be discontinued for at least two weeks before 
treatment with Pameior® (nortriptyline HCl) is started. 
2) Hypersensitivity to Pamelor® (nortriptyline HCl), cross- 
sensitivity with other dibenzazepines is a possibility. 3) The 
acule recovery period after myocardial infarction. 

Warnings: Give only under close supervision fo patients with 
cardiovascular disease, because of the tendency of the drug to 
produce sinus tachycardia and to prolong conduction time; 
myocardial infarction, arrhythmia, and strokes have occurred. 
The antihypertensive action of quanethidine and similar agents 
may be blocked. Because of its anticholinergic activity, nortrip- 
tyline should be used with great caution in patients who have 
glaucoma or a history of urinary retention. Patients with 2 his- 
tory of seizures should be followed closely, since nortriptyline is 
known to lower the convulsive threshold. Great care is required 
in hyperthyroid patients or those receiving thyroid medication, 
since cardiac arrhythmias may develop. Nortriptyline may im- 
pair the mental and/or physical abilities required for the per- 
formance of hazardous tasks, such as operating machinery or 
driving a car; therefore, the patient should be warned accord- 
ingly. Excessive consumption of alcohol may have a potentiating 
effect, which may ‘ead to the danger of increased suicidal 
attempts or overdosage, especially in patients with histories 
of emotional disturbances or suicidal ideation. 

The concomitant administration of quinidine and nortriptyline 
may result in a significantly longer plasma half-life, higher 
A.ULC. and lower clearance of nortriptyline. 

Use in Pregnancy —Sate use during pregnancy and lactation has 


_ not been established, therefore, in pregnant patients, nursing 


` mothers, or women cf childbearing potential, the potential bene- 


fits must be weighed against the possible hazards. 

Use in Children—Not recommended for use in children, since 
Safety and effectiveness in the pediatric age group have not been 
established. 

Precautions: Use in schizophrenic patients may result in an 
exacerbation of the psychosis or may activate latent schizophren- 
ic symptoms; in overactive or agitated patients, increased anxi- 
ety and agitation may occur; in manic-depressive patients, 
symptoms of the manic phase may emerge. Administration of 
reserpine during therapy with a tricyclic antidepressant has been 
shown to produce a “stimulating” effect in some depressed pa- 
tients. Troublesome patient hostility may be aroused. Epitepti- 
form seizures may accompany administration. Close 
Supervision and careful adjustment of dosage are required when 
usec with other anticholinergic drugs and sympathomimetic 
drugs. Concurrent administration of cimetidine can produce 
clinically significant increases in the plasma concentrations of 
the tricyclic antidepressant. Patients should be intormed that the 
response to alcohol may be exaggerated. When essential, may 
be administered with electroconvulsive therapy, although the 
hazards may be increased. Discontinue the drug for several 
days, if possible, prior to elective surgery. The possibility of a 
suicidal attempt by 2 depressed patient remains after the initia- 
tion of treatment; in tis regard, it is important that the least pos- 
sible quantity of drug be dispensed at any given time. Both 
elevation and lowering of blood sugar levels have been reported. 
Acase of significant hypoglycemia has been reported in a type H 
diabetic patient maintained on chlorpropamide (250 mg/day), 
alter the addition of nortriptyline (125 mg/day). 

Adverse Reactions: Cardiovascu/ar—Hypotension, hyper- 


tension, tachycardia, palpitation, myocardial infarction, arrhyth- 


mias, heart block, stroke. Psychiatric—Confusional. states 
(especially in the elderly) with hallucinations, disorientation. 
delusions; anxiety, restlessness, agitation; insomnia, panic, 
nightmares: hypomania; exacerbation of psychosis. Neurologic 
-—-Numbness, tingling, paresthesias of extremities; incoordina- 
tion, ataxia, tremors; peripheral neuropathy: extrapyramidal 
symptoms; seizures. alteration in EEG patterns: tinnitus. Anti- 
cholinergic—Dry mouth and, rarely, associated sublingual ade- 
nitis; blurred vision, disturbance of accommodation, mydriasis: 
constipation, paralytic ileus; urinary retention, delayed micturi- 
tion, dilation of the urinary tract. A//ergic —Skin rash, petechiae, 
urticaria, itching, photosensitization (avoid excessive exposure 
to sunlight); edema (general or of face and tongue), drug fever, 
cross-sensitivity with other tricyclic drugs. Hematologic —Bone 
marrow depression, including agranulocytosis; eosinophilia; 
purpura; thrombocytopenia. Gastrointestina/—Nausea and 
vomiting. anorexia, epigastric distress, diarrhea, peculiar taste, 
Stomatitis, abdominal cramps, black-tongue. Endocrine— 
Gynecomastia in themale, breast enlargement and galactorrhea 
in the femaie; increased or decreased libido, impotence; testicu- 
lar swelling; elevation or depression of blood sugar levels; syn- 
drome of inappropriate ADH (antidiuretic hormone) secretion. 
Other —Jaundice (simulating obstructive). altered liver function; 
weight gain or loss; perspiration: flushing; urinary frequency, 
nocturia: drowsiness, dizziness, weakness, fatigue, headache: 
parotid swelling: alopecia. Withdrawal Symptoms —Though 
these are not indicative of addiction, abrupt cessation ot treat- 
ment after prolonged therapy may produce nausea, headache, 
and malaise. 

Overdosage: Toxic overdosage may result in confusion, rest- 
lessness, agitation, vomiting, hyperpyrexia, muscle rigidity, 
hyperactive reflexes tachycardia, ECG evidence of impaired 
conduction, shock, congestive heart failure. stupor, coma. and 
CNS stimulation with convulsions followed by respiratory 
depression. Deaths have occurred with drugs of this class. No 
specific antidote is Known; general supportive measures 
are indicated, with gastric lavage. [PAM-Z19—9/1/89] 
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for patients whose symptoms include 
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The active metabolite of amitriptyline 
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HALDOL Decanoate 


(HALOPERIDOL) INJECTION 


100 mg/mL formulation is twice the concentration 
of the original 50 mg/mL decanoate formulation 


WE For many patients, fewer injections 
per dose may reduce anxiety and 
enhance patient compliance 


WE Multi-dose vial packaging means 
convenience for you and your staff 


Please see bef summary of Prescribing Information 
on next page 
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A spectrum of reasons 
to write D.A.W. 
when you prescribe 


Norpramin’ s s.s. tson 


(desipramine hydrochloride tablets USP) 
A logical choice among antidepressants 


A 25-year history of proven clinical usefulness with unsurpassed 
flexibility of dosage provided by 6 tablet strengths, color coded to 
ensure exact identification. It also offers dose equivalence that permits 
prescribing one tablet of greater strength in place of multiple doses of 
lesser strengths, resulting in increased patient compliance and greater 
than 20% cost savings. 


(Brief Summary of Prescribing Information appears on the next page.) 





Powerful medicine 
to stop intrusive thoughts and acts 


SHOP. AM | LOSING MY MEE- MIND? ITS SO HARD TO HIDE IT. | JUST 
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Anafranil 


cbmpramne ACI 


Powerful tricyclic therapy for 
obsessive-compulsive disorder 





A Relieves obsessions and compulsions in OCD 
patients with or without concomitant depression 


Reduces anxiety-producing intrusive thoughts’ 


Reduces ritualized behavior’ 


A Dual mode of action creates a unique treatment role 
Anafranil is believed to block the reuptake of serotonin and norepinephrine.” 


A Safety and tolerability demonstrated in over 
20 years of worldwide use 


Symptoms are substantially reduced in 58% of patients.’ 


The most common adverse events are dry mouth, somnolence, tremor dizziness, 
constipation, and ejaculatory failure. Anafranil may lower the seizure threshold. See 
Warnings and full Prescribing Information on page 4. 
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Memory impairment 
Anxiety 

Twitchr 

Impaired concentration 
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Speech disorder 
Abnormal dreaming 
Agitation 

Migraine 
Depersonalization 
Irritability 
Emotional lability 
Panic reaction 
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Anorexia 12 
Abdominal pain 11 
Vomiting 7 
Flatulence 6 
Tooth disorder 3 
Gastrointestinal disorder 2 
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Ulcerative stomatitis 


Body as a Whole 
Fatigue 39 
Weight increase 18 
Flushing 8 
Hot flushes 5 
Chest pain 4 
Fever 4 
Allergy 3 
Pain 3 
Local edema 2 
Chills 2 
Weight decrease = 
Otitis media — 
Asthenia — 
Halitosis — 
Cardiovascular System 
Postural hypotension 6 
Paipitation 4 
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Urogenital System 

Male and Female Patients Combined 
Micturition disorder 

Urinary tract infection 

Micturition frequency 

Urinary retention 
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Lactation (nonpuerperal) 
Menstrual disorder 
Vaginitis 

Leukorrhea 

Breast enlargement 
Breast pain 
Amenorrhea 

Male Patients Only (N 
Ejaculation failure 
Impotence 

Special Senses 
Abnormal vision 
Taste perversion 
Tinnitus 

Abnormal lacrimation 
Mydriasis 
Conjunctivitis 
Anisocoria 
Biepharospasm 
Ocular allergy 
Vestibular disorder 


Musculoskeletal 
Myaigia 

Back pain 

Arthralgia 

Muscle weakness 
Hemic and Lymphatic 
Purpura 

Anemia 
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Other Events Observed During the Evaluation of Anafranil 
During clinical tesùng in the U.S., multiple doses of Anafranil were administered 
to approximately 3600 subjects. Untoward events associated with this exposure 
were recorded by clinical investigators using terminology of their own choosing. 
Consequently, it is not possible to provide a meaningful estimate of the 
proportion of individuals experiencing adverse events without first grouping 
similar types of untoward events into a smaller number of standardized event 
categories. 

In the tabulations that follow, a modified Worid Health Organization dictionary 
of terminology has been used to classify reported adverse events. The 
frequencies presented, therefore, represent the proportion of the 3525 
individuals exposed to Anafranil who experienced an event of the type cited on at 
least one occasion while receiving Anafranil. All events are included except those 
already listed in the previous table, those reported in terms so general as to be 
uninformative, and those in which an association with the drug was remote. It is 
important to emphasize that although the events reported occurred during 
treatment with Anafranil, they were not necessarily caused by it. 

Events are further categorized by body system and listed in order of decreasing 
frequency according to the following definitions: frequent adverse events are 
those occurring on one or more occasions in at least 1/100 patients; infrequent 
adverse events are those occurring in 1/100 to 1/1000 patients; rare events are 
those occurring in less than 1/1000 patients. 

Body as a Whole: infrequent — general edema, increased susceptibility to 
infection, malaise. Rare — dependent edema, withdrawal syndrome. 

Cardiovascular System: Infrequent — abnormal ECG, arrhythmia, 
cardiac arrest, extrasystoles, pallor. Rare — aneurysm, atrial flutter, bundle 
branch block, cardiac failure, cerebral hemorrhage, heart block, myocardial 
infarction, myocardial ischemia, peripheral ischemia, thrombophlebitis, 
vasospasm, ventricular tachycardia. 

igestive System: infrequent — abnormal hepatic function, blood in stool, 
colitis, duodenitis, gastric ulcer, gastritis, gastroesophageal reflux, gingivitis, 
glossitis, hemorrhoids, hepatitis, increased saliva, irritable bowel syndrome, 
peptic ulcer, rectal hemorrhage, tongue ulceration, tooth canes. Rare — cheilitis, 
chronic enteritis, discolored feces, gastnc dilatation, gingival bleeding, hiccup, 
intestinal obstruction, oral/pharyngeal edema, paralytic deus, salivary gland 
enlargement. 

Endocrine System: infrequent — hypothyroidism. Rare — goiter, gynecomas- 
tia, hyperthyroidism. 

Hemic and Lymphatic System: Infrequent — lymphadenopathy. Rare — 
leukemoid reaction, lymphoma-ike disorder, marrow depression. 

Metabolic and Nutritional Disorder: Infrequent — dehydration, diabetes 
mellitus, gout, hypercholesterolemia, hyperglycemia, hyperuricemia, hypokale- 
mia, Rare — fat intolerance, glycosuna. 

Musculoskeletal System: Infrequent — arthrosis. Rare — dystonia. exostosis, 
lupus erythematosus rash, bruising, myopathy, myositis, polyarteritis nodosa, 
torticollis. 

Nervous System: Frequent — abnormal thinking, vertigo. Infrequent — 
abnormal coordination, abnormal EEG, abnormal gait, apathy, ataxia, coma, 
convulsions, delirium, delusion, dyskinesia, dysphonia, encephalopathy, euphoria, 
extrapyramidal disorder, hallucinations, hostility, hyperkinesia, hypnagogic 
hallucinations, hypokinesia, leg cramps, manic reaction, neuralgia, paranoia, 
phobic disorder, psychosis, sensory disturbance, somnambulism, stimulation 
suicidal ideation, suicide attempt, teeth-grinding. Rare — anticholinergic 
syndrome, aphasia, apraxia, Catalepsy, Cholinergic syndrome, choreoathetosis, 
generalized spasm, hemiparesis, hyperesthesia, hyperreflexia, hypoesthesia, 
illusion, impaired impulse control, indecisiveness, mutism, neuropathy. 
nystagmus, oculogyric crisis, oculomotor nerve paralysis, schizophrenic reaction, 
stupor, suicide. 

Respiratory System: Infrequent — bronchitis, hyperventilation, increased 
sputum, pneumonia. Rare — cyanosis, hemoptysis, hypoventilation, laryngismus. 

Skin and Appendages: Infrequent — alopecia, cellulitis, cyst, eczema, 
erythematous rash, genital pruritus, maculopapular rash, photosensitivity 
reaction, psoriasis, pustular rash, skin discoloration. Rare — chloasma, folliculitis, 
hypertrichosis, piloerection, seborrhea, skin hypertrophy, skin ulceration. 

Special Senses: infrequent — abnormal accommodation, deafness, diplopia, 
earache, eye pain, foreign body sensation, hyperacusis, parosmia, ; 
scleritis, taste loss. Rare — blepharitis, chromatopsia, conjunctival hemorrhage, 
exophthalmos, glaucoma, keratitis, labyrinth disorder, night blindness, retinal 
disorder, strabismus, visual field defect. 

System: infrequent — endometriosis, epididymitis, hematuria, 
nocturia, oliguria, ovarian cyst, perineal pain, polyuria, prostatic disorder, renal 
calculus, renal pain, testis disorder, urethral disorder, urinary incontinence, 
uterine hemorrhage, vaginal hemorrhage. Rare — albuminuria, anorgasmy, 
breast engorgement, breast fibroadenosis, cervical dysplasia, endometrial 
hyperplasia, premature ejaculation, pyelonephritis, pyuria, renal cyst, uterine 
inflammation, vulvar disorder. 


DRUG ABUSE AND DEPENDENCE 
Anafranil has not been systematically studied in animals or humans for its 


discharge. 

Despite the lack of evidence suggesting an abuse liability for Anafranil in 
foreign marketing, it is not possible to predict the extent to which Anafranil might 
be misused or abused once marketed in the U.S. Consequently, physicians 
should carefully evaluate patients for a history of drug abuse and follow such 
patients closely. 


OVERDOSAGE 

Human Experience 

in U.S. clinical trials, 2 deaths occurred in 12 reported cases of acute overdosage 
with Anafranil either alone or in combination with other drugs. One death involved 
a patient suspected of ingesting a dose of 7000 mg. The second death involved a 
patient suspected of ingesting a dose of 5750 mg. The 10 nonfatal cases involved 
doses of up to 5000 mg, accompanied by plasma levels of up to 1010 ng/ml. AIl 10 
patients completely recovered. Among reports from other countries of Anafranil 
overdose, the lowest dose associated with a fatality was 750 mg. Based upon 
post-marketing reports in the United Kingdom, CMI's lethality in overdose is 
considered to be similar to that reported for closely related tricyclic compounds 
marketed as antidepressants. 


Signs and Symptoms . 

Signs and symptoms vary in severity depending upon factors such as the amount 
of drug absorbed, the age of the patient, and the time elapsed since drug 
ingestion. Blood and urine levels of Anafranil may not reflect the severity of 
poisoning: they have chiefly a qualitative rather than quantitative value, and they 
are unreliable indicators in the clinical management of the patient. The first signs 
and symptoms of poisoning with tricyclic antidepressants are generally severe 
anticholinergic reactions. CNS abnormalities may include drowsiness, stupor, 
coma, ataxia, restlessness, agitation, delirium, severe perspiration, hyperactive 
reflexes, muscle rigidity, athetoid and choreiform movements, and convulsions. 
Cardiac abnormalities may include arrhythmia, tachycardia, ECG evidence of 
impaired conduction, and signs of congestive heart failure, and in very rare cases, 
cardiac arrest. Respiratory depression, cyanosis, hypotension, shock, vomiting, 
hyperpyrexia, mydriasis, oliguria or anuria, and diaphoresis may also be present. 


Treatment 

The recommended treatment for tricyclic overdose may change penodically. 
Therefore, it is recommended that the physician contact a poison control center 
for current information on treatment. 

Because CNS involvement, respiratory depression, and cardiac arrhythmia can 
occur suddenly, hospitalization and close observation are necessary, even when 
the amount ingested is thought to be small or the initial degree of intoxication 
appears slight or moderate. All patients with ECG abnormalities should have 
continuous Cardiac monitonng for at least 72 hours and be closely observed until 
well after the cardiac status has returned to normal; relapses may occur after 
apparent recovery. The siow intravenous administration of physostigmine 


salicylate has been reported to reverse the cardiovascular and CNS anticholiner- 
gic manifestations of tricyclic overdasage; however, it should not be used 
routinely, since it may induce seizures and cholinergic crises and there is 


Lavage should 3e continued for 24 hours or longer, depending 
severity of intoxication. Normal or half-normal saline should be used to avoid 


tory stimulants should not be used. 

in severe hypotension or shock, the patient should be placed in an appropriate 
position and given a plasma expander, dopamine, or dobutamine by intravenous 
drip. The use of corticosteroids in shock is controversial and maybe contraindt- 
cated in cases of overdosage with tricyclic antidepressants. Digitalis may 
increase Conduction abnormalities and further irritate an already sensitized 
particular care must be exercised. Hyperpyrema should be controlled by 
whatever external means are available, including ice packs and cooling sponge 
baths, if necessary. Hemodialysis, peritoneal dialysis, exchange transfusions, and 
forced diuresis have generally been reported as ineffective because of the rapid 
fixation of Anafranil in tissues. 


DOSAGE AND ADMINISTRATION 

The treatment regimens described below are based on those used in controlled 
clinical trials of Anafranil in 520 adults, and 91 children and adolescents with 
OCD. During initial titration, Anafrani’ should begiwen in divided doses with meals 
to reduce inal side effects. The goabof thrs initial titrabon phase is to 
minimize side effects by permitting tolerance tossice effects to develop or 
allowing the patient time to adapt if tolerance dees not develop. 

Because both CMI and its active metabolite, DMI, have long elimination 
half-lives, the prescriber should take into consiGerabon the fact that steady-state 
plasma levels may not be achieved until 2-3 weeks after dosage change (see 
CLINICAL PHARMACOLOGY). Therefore, after mitial titration, it may be 
appropriate to wait 2-3 weeks between further dosage adjustments. 

Initial Treatmert/Dose Adjustment (Adults) 

Treatment with Anafranil should be initiated at adosage of 25 mg daily and 
gradually increased, as tolerated, to approximately 100 mg during the first 2 
weeks. During mitial titration, Anafranil should be given in divided doses with 
meals to reduce gastrointestinal side effects. Thereafter, the desage may be 
increased gradually over the next several weeks, up to a maximum of 250 mg 
daily. After titration, the total daily dose may be given once daily at bedtime to 
minimize daytime sedation. 


initial Treatmert/Dose Adjustment (Children and Adolescents) 

As with adults, the starting dose is 25 mg daily anc should be gradually increased 
(also given in divided doses with meals to reduce gastrointestinal side effects) 
during the first 2 weeks, as tolerated, up to a daily maximum of 3 mg/kg or 

100 mg, whichever is smaller. Thereafter, the dosage may be increased gradually 
over the next several weeks.up to a daily maximum of 3 mg/kg or 200 mg, 
whichever is smaller (see PRECAUTIONS, Pediatric Use). As with adults, after 
titration, the total daily dosemay be given once daily at bedtime te minimize 
daytime sedation. 

Maintenance/Continuation Treatment and Adolescents) 
While there are no systematic studies that answer the question of how long to 
continue Anafranil, OCD is a chronic condition and it is reasonable to consider 
continuation for a responding patient. efficacy of Anafrani after 

10 weeks has not been documented in controlled tials, patients have been 
continued in therapy under double-blind conditions for up to 1 yeer without loss 
of benefit. However, dosage adjustments should be made to maimtain the patient 
on the lowest effective dosage, and patients sheuld be periodically reassessed to 
determine the need for treatment. During maintenance, the total daily dose may 
be given once daily at bedtime. 


HOW SUPPLIED 
Capsules 25 mg — ivory/melon yellow (imprinted ANAFRANIL 25mg) 
CONE OF MUN POE E NE T TTS. NDC 0083-0115-30 
Unit Dose (blister pack) 
Box of 100 E E TT NDC 0083-0115-32 


Capsules 50 mg — wory/aqua blue (imprinted ANAFRANIL 50 ma) 
Bottles of 100 ........-.-.....05: E ETER, NDC 0083-0116-30 
Unit Dose (blister pack) 
Box of 100 E T POR T NDC 0083-0116-32 
Capsules 75 mg — ivory/yellow (imprinted ANAFRANIL 75 mg) 
RN AN E O EE NDC 0083-0117-30 
Unit Dose (blister pack) 
Box of 100 TA EE T NDC 0083-0117-32 
Do not store above 86°F (30°C). Protect from moisture. 


Dispense in tight container (USP). 

ANIMAL TOXICOLOGY 

Testicular and lung changes:commonly associated with tricyclic compounds have 
been observed with Anafranil. in 1- and 2-year studies in rats, changes in the 
testes (atrophy, aspermatogenesis, and calcification) and drug-induced phospho- 
lipidosis in the lungs were observed at doses 4 times the maximum daily human 
dose. Testicular atrophy was also observed in a't-year oral toxicity study in dogs 
at 10 times the maximum daily human dose. 
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* Events reported by at least 1% of Anafranil patients are included 
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In Tourette Syndrome 


ORAP 


pimozide) Tablets 
Helps Patients Be Themselves 
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e Significantly Less 
Sedation than 


Haloperidol 
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e Documented 
Clinical Experience 


Pimozide has been used In the treatment 
of Tourette Syndrome for over 10 years; 


For more information on ORAP call 
1-800-292-4283. 
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TheLessSedating Thérapy 
for Tourette Syndrome 


* ORAP is indicated for patients who have failed to respond satisfactorily to standard treatment. GATE Pharmaceuticals GATE 
Please see following page for a brief summary of prescribing information. Division of Lemmon Company 





ADAPTING THE TREATMENT TO THE PATIENT 


ELCoT micro-processor controlled MULTI-FUNCTION ECT units, 
proudly serving Psychiatrists on 4 Continents 


> THE MF-1000 THE MF-500 


e Brief-Pulses as well as Sine-Wave 

e Selectable dosage modes 

e Super-luminous ‘‘PROMPTING"’ 
LCD display 

e Memory for personal data and treatment 
parameters of over 600 cases 


COMMON ELCoT FEATURES: 

e Continuous once-per-cycle impedance 
check with automatic self-adjustment 
of values 

e 2-channel EEG/ECG monitoring with ; 

e Strip-chart recorder printing out all e Brief-Pulse as well as Sine-Wave 
data e LED display and luminous *‘Bar- 

e Software-controlled parameters, Graphs” l 
allowing for eventual adjustment of e Parameters entered through simple 
values to fit new standards “UP”, “DOWN” buttons 

e Meet or exceed UL-540, CSA, BS, IEC e Choice of EEG or ECG on each channel 
standards e Outstanding user friendliness 






ELCoT Sales, Inc., 14 East 60th Street 
New York, N.Y. 10022 FAX: (212) 755-3124 


Telephone: (212) 688-0900 Telex 233540 





Call for Nominations 


The Institute of Living is pleased to announce that nom- 
inations are now being accepted for the 1991 C. Charles 
Burlingame Award. This award, given to honor an out- 
standing leader in psychiatric education and research, is 
made in the memory of Dr. Burlingame, psychiatrist-in- 
+ chief from 1931 to 1950. 

We invite you to nominate a person who has significantly 
advanced the field of psychiatry through creative teaching 
or research. The nomination must include a current curric- 
ulum vitae and two letters of support describing the candi- 
date’s achievements. 

The winner of the Burlingame Award will be notified by 
January 30, 1991 and invited to present an original research 
paper as the focal point of the award day events. The 
award, which will be presented at The Institute in April 
1991, includes a commemorative certificate and a $2000 
honorarium, plus expenses. 

The Institute of Living is a fully accredited teaching hos- 
pital with inpatient, outpatient and residential programs for 
patients of all ages. In its 168-year history, The Institute 
has established a reputation as one of the country’s fore- 





Nominations should be Sepia ; 4 
dai er Gian most psychiatric centers for patient care, education, and 


January 15, 1991 to: research. 


William L. Webb, Jr., M.D. 
Psychiatrist-in-Chief 

The Institute of Living 

400 Washington Street 
Hartford, CT 06106 


The 
INSTITUTE. 
OF 
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fluoxetine hydrochloride 


The antidepressant 

most frequently prescribed 
by psychiatrists N 
in the United States' — A 
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l. Based on independent market research data, December 1988-Febnuary 1990. 
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INTRODUCING 
A BEACON OF 


HOPE 


FOR THOUSANDS 
OF PROBLEM SCHIZOPHRENIC 
PATIENTS 
AND THEIR PSYCHIATRISTS 
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HOPE BEGINS 
WITH SUPERIOR SYMPTOMATIC 


= ill(*problem”) schizophrenic patients 
who failed to respond adequately to 
treatment with appropriate courses of 
standard antipsychotic drugs: 
m CLOZARIL (clozapine) succeeded after 
standard antipsychotics, including 
k- haloperidol, failed 


Bi 3 Thirty percent of CLOZARIL patients expe ri- 





enced dramatic global improvement in only 
_sixweeks (as determined by the study’s 
rigorous efficacy criteria) vs only 4% of 
Patients receiving chlorpromazine 
pi i n Efficacy in both positive and negative 
; symptomatology 


HOPE CONTINUES WITH A VIRTUAL 
ABSENCE OF CERTAIN ACUTE 
EXTRAPYRAMIDAL SYMPTOMS 


m CLOZARIL (clozapine) is indicated for patients 
intolerant of standard antipsychotics 


m No confirmed cases of tardive dyskinesia 
in over 15 years’ worldwide experience 


m Side effects that have been reported 
include: agranulocytosis ( 1—2% ), transient 
sedation (39% ), hypersalivation (31%), 
tachycardia (25% ), constipation (14%), 
hypotension (9%), hypertension (4% ) and 
weight gain (4%)' 

m CLOZARIL use is associated with a 
substantial risk of seizure, an apparently 
dose-dependent reaction affecting 

1—2% of patients at low doses (below 
300 mg/day), 3—4% at moderate doses, | 
and 5% at high doses (600—900 mg/day)* 


HOPE IS MAINTAINED THROUGH A 
MANDATORY WBC MONITORING 
SYSTEM WHICH HELPS MANAGE 
THE RISK OF AGRANULOCYTOSIS 


= Agranulocytosis, a potentially fatal disorder, 
occurs in 1—2% of patients 

m The Clozaril Patient Management System™ 
(CPMS*) was created as an efficient means 
to detect developing agranulocytosis 

m This structured weekly monitoring and drug 
delivery system helps to protect the patient 
and to support the physician 





(clozapine) 
25 mg and 100 mg tablets 


CLOZARIL therapy is available only through 
the Clozaril Patient Management System. 
Call 1-800-237-CPMS (2767) or mailin a 


completed CPMS patient enrollment form to 
prescribe CLOZARIL (clozapine). Contact your 
Sandoz Mental Health Sales Representative 
for general information on CLOZARIL (clozapine) 
and the Clozaril Patient Management System. 









*In a double-blind study of CLOZARIL (clozapine) versus chlorpromazine 
encompassing 268 patients, all of wham had first failed on at least 
three standard antipsychotics over a five-year period and then 

ona trial of high-dose haloperidol. 





CLOZARIL 


(clozapine) 
TABLETS 


CAUTION: Federal law prohibits dispensing without a prescription. 


CONTRAINDICATIONS 

CLOZARIL is contraindicated in patients with myeloproliferative disorders, or a history of 
CLOZARIL-induced agranulocytosis or severe granulocytopenia. CLOZARIL should not be used si- 
multaneously with other agents having a well-known potential to suppress bone marrow function. As 
with more typical antipsychotic drugs, CLOZARIL is contraindicated in severe central nervous system 
depression or comatose states from any cause. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATEN- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT IS STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL IS AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM™ 
(CPMS*). 


Agranulocytosis 

Agranulocytosis, defined as a granulocyte count (polys + bands) of less than 500 per 
mm’, has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 1.3%, based on the occurrence of 15 U.S. cases out of 
1743 patients exposed to CLOZARIL during its clinical testing prior to domestic marketing. 
All of these cases occurred at a time when the need for close monitoring of WBC counts was 
already recognized. This reaction could prove fatal if not detected early and therapy 
interrupted. While no fatalities have been associated with the U.S. agranulocytosis cases, 
and all cases have recovered fully, the U.S. sample is too small to reliably estimate the case 
fatality rate. Of the 112 cases of agranulocytosis reported worldwide in association with 
CLOZARIL use as of December 31, 1986, 35% were fatal. However, few of these deaths 
occurred since 1977, at which time the knowledge of CLOZARIL-induced agranulocytosis 
became more widespread, and close monitoring of WBC counts more widely practiced. 
Nevertheless, it is unknown at present what the case fatality rate will be for CLOZARIL- 
induced agranulocytosis, despite strict adherence to the recommendation for weekly 
monitoring of WBC counts. 

Treatment should not be initiated if the WBC count is less than 3500 per mm’, or if the 
patient has a history of a myeloproliferative disorder, or previous CLOZARIL-induced 
agranulocytosis or granulocytopenia. Patients should be advised to report immediately the 
appearance of lethargy, weakness, fever, sore throat or any other signs of infection. If, after 
the initiation of treatment, the total WBC count has dropped below 3500 per mm? or it has 
dropped by a substantial amount from baseline, even if the count is above 3500 per mm’, or 
if immature forms are present, a repeat WBC count and a differential count should be done. 
If subsequent WBC counts and the differential count reveal a total WBC count between 3000 
and 3500 per mm? and a granulocyte count above 1500 per mm’, twice weekly WBC counts 
and differential counts should be performed. 

If the total WBC count falls below 3000 per mm? or the granulocyte count below 1500 per 
mm, CLOZARIL therapy should be interrupted and patients should be carefully monitored for 
flu-like symptoms or other symptoms suggestive of infection. CLOZARIL therapy may be 
resumed if no symptoms of infection develop, and if the total WBC count returns to levels 
above 3000 per mm and the granulocyte count returns to levels above 1500 per mm’. 
However, in this event, twice-weekly WBC counts and differential counts should continue 
until total WBC counts return to levels above 3500 per mm’. 

If the total WBC count falls below 2000 per mm? or the granulocyte count falls below 
1000 per mm?, bone marrow aspiration should be considered to ascertain granulopoietic 
status. Protective isolation with close observation may be indicated if granulopoiesis is 
determined to be deficient. Should evidence of infection develop, the patient should have 
appropriate cultures performed and an appropriate antibiotic regimen instituted. 

Patients whose total WBC counts fall below 2000 per mm‘, or granulocyte counts below 
1000 per mm? during CLOZARIL therapy should not be re-challenged with CLOZARIL. 
Patients discontinued from CLOZARIL therapy due to significant WBC suppression have been 
found to develop agranulocytosis upon re-challenge, often with a shorter latency on re- 
exposure. To reduce the chances of re-challenge occurring in patients who have 
experienced significant bone marrow suppression during CLOZARIL therapy, a single, 
national master file will be maintained confidentially within the CPMS (Clozaril Patient Man- 
agement System). 

Except for evidence of significant bone marrow suppression during initial CLOZARIL 
therapy, there are no established risk factors, based on worldwide experience, for the 
development of agranulocytosis in association with CLOZARIL use. However, a dispropor- 
tionate number of the U.S. cases of agranulocytosis occurred in patients of Jewish 
background compared to the overall proportion of such patients exposed during the domestic 
development of CLOZARIL. Most of the U.S. cases occurred within 4-10 weeks of exposure, 
but neither dose nor duration is a reliable predictor of this problem. No patient 
characteristics have been clearly linked to the development of agranulocytosis in association 
with CLOZARIL use, but agranulocytosis associated with other antipsychotic drugs has been 
reported to occur with a greater frequency in women, the elderly and in patients who are 
cachectic or have serious underlying medical illness; such patients may also be at particular 
risk with CLOZARIL. 

To reduce the risk of agranulocytosis developing undetected, CLOZARIL will be 
dispensed only within the Clozaril Patient Management System. 





Seizures 

Seizure has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 5%, based en the occurrence of one or more seizures 
in 61 of 1743 patients exposed to CLOZARIL during its clinical testing prior to domestic 
marketing (i.e., a crude rate of 3.5%). Dose appears to be an important predictor of seizure, 
with a greater likelihood of seizure at the higher CLOZARIL doses used. 


Caution should be used in administering CLOZAFIL to patients having a history of seizures 
or other predisposing factors. Because of the substantial risk of seizure associated with 
CLOZARIL use, patients should be advised not to engage in any activity where sudden loss of 
consciousness could cause serious risk to themselves or others, e.g., the operation of 
complex machinery, driving an automobile, swimming, climbing, etc. 





Adverse Cardiovascular Effects 

Orthostatic hypotension can occur with C_OZARIL treatment, especially during initial titration in 
association with rapid dose escalation, and may represent a continuing risk in some pacients. 
Tachycardia, which may be sustained, has also been observed in appro»imately 25% of patients 
taking CLOZARIL, with patients having an average increase in pulse ratesof 10-15 bpm. The 
sustained tachycardia is not simply a reflex response to hypotension, and is present in all positions 
monitored. Either tachycardia or hypotension may pose a serious risk fer an individual with 
compromised cardiovascular function. A mirority of CLOZARIL-treated patients experiance ECG 
repolarization changes similar to those seen with other antipsychotic drugs, including S-T segment 
depression and flattening or inversion of T waves, which all normalize after discontinuation of 
CLOZARIL. The clinical significance of these changes is unclear. However, in clinical trials with 
CLOZARIL, several patients experienced significant carciac events, includimg ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained deatn. Causality assessment 
was difficult in many of these cases because of serious preexisting carciac disease anc plausible 
alternative causes. Rare instances of sudden unexplaired death have been reported in psychiatric 
patients, with or without associated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use is unknown. CLOZARIL should be used with caution in patients with 
known cardiovascular disease, and the recommendation for gradual titration of dose should be 
carefully observed. 


Neuroleptic Malignant Syndrome 

A potentially fatal symptom complex somezimes referred to as Neuroleptic Malignant Syndrome 
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic instability (irregular 
pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). No cases of NMS have 
been attributed to CLOZARIL alone. However, there have been several reported cases of NMS in 
patients treated concomitantly with lithium or other CNS-active agents. 


Tardive Dyskinesia 

A syndrome consisting of potentially irreversible, involuntary, dyskineétic movements may develop 
in patients treated with antipsychotic drugs. Although the prevalence ofthe syndrome appears to be 
highest among the elderly, especially elderly women, it 's impossible to rely upon prevelence 
estimates to predict, at the inception of treatment, whicr patients are likely to develop tne syndrome. 

There are several reasons for predicting that CLOZAFIL may be different from other antipsychotic 
drugs in its potential for inducing tardive dyskinesia, including the preclinical finding that it has a 
relatively weak dopamine blocking effect and the clinical finding of a virtua! absence of certain acute 
extrapyramidal symptoms, e.g., dystonia. In addition, tere have been no confirmed ceses of tardive 
dyskinesia developing in association with CLOZARIL us2. Nevertheless, it cannot yet be concluded, 
without more extended experience, that CLOZARIL is incapable of inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis anc seizure, both ofwhich present a continuing 
risk over time, the extended treatment of patients failinc to show an acceptable level of clinical 
response should ordinarily be avoided. In addition, the need for continuing treatment in patients 
exhibiting beneficial clinical responses shoulc be periocically re-evaluated. During CLCZARIL 
therapy, patients may experience transient temperature elevations above 190.4°F (38°C), with the 
peak incidence within the first three weeks of treatment While this fever is generally benign and self- 
limiting, it may necessitate discontinuing patients from treatment. On occasion, there may be an 
associated increase or decrease in WBC count. Patients with fever should be carefully evaluated to 
rule out the possibility of an underlying infectious process or the development of agranulocytosis. In 
the presence of high fever, the possibility of neuroleptic malignant syndrome (NMS) must be 
considered. CLOZARIL has very potent anticholinergic 2ffects, and great care should ba exercised in 
using this drug in the presence of prostatic enlargement: or narrow angle glaucoma. Because of 
initial sedation, CLOZARIL may impair mental and/or physical abilities, especially during the first few 
days of therapy. The recommendations for gradual dose escalation shouid be carefully adhered to, 
and patients cautioned about activities requiring alertness. Clinical expervence with CLOZARIL in 
patients with concomitant systemic diseases is limited. Nevertheless, caution is advisable im using 
CLOZARIL in patients with hepatic, renal or cardiac disease. 


information for Patients 

Patients who are to receive CLOZARIL should be wamed about the significant risk of developing 
agranulocytosis. They should be informed that weekly dlood tests are required to mon tor for the 
occurrence of agranulocytosis, and that CLOZARIL tablets will be made available only through a 
special program designed to ensure the required blood monitoring. Patients should be advised to 
report immediately the appearance of lethargy, weakness, fever, sore throat, malaise, mucous 
membrane ulceration or other possible signs of infection. Particular attention should ba paid to any 
flu-like complaints or other symptoms that might suggest infection. Patients should be informed of 
the significant risk of seizure during CLOZARIL treatment, and they should be advised to avoid 
driving and any other potentially hazardous activity while taking CLOZARIL. Patients should be 
advised of the risk of orthostatic hypotension. especially during the period of initial dose titration. 
Patients should notify their physician if they are taking, or plan to take, any prescriptior or over-the- 
counter drugs or alcohol. Patients should notify their pnysician if they become pregnaat or intend to 
become pregnant during therapy. Patients should not treast feed an infant if they are aking 
CLOZARIL. 
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Drug Interactions 

The risks of using CLOZARIL in combination with other drugs have not been systematically 
evaluated. The mechanism of CLOZARIL-indu>ed agranulocytosis is unknown; nonetheless, the 
possibility that causative factors may interact synergistically to increase the risk and/or severity of 
bone marrow suppression warrants consideraion. Therefore CLOZARIL should not be used w th 
other agents having a well-known potential to suppress bone marrow function. Given the primary 
CNS effects of CLOZARIL, caution is advised im using it concomitantly with other CNS-active drugs. 
Because CLOZARIL is highly bound to serum protein, the administration of CLOZARIL to a patient 
taking another drug which is highly bound to crotein (e.g., warfarin, digoxin) may cause an increase 
in plasma concentrations of these drugs, potentially resulting in adverse effects. Conversely, adverse 
effects may result from displacement of protein-bound CLOZARIL by other highly bound drugs. 


CLOZARIL may also potentiate the hypoteasive effects of antihypertensive drugs and the 
anticholinergic effects of atropine-type drugs. The administration of epinephrine should be 
avoided in the treatment of drug-induced hypotension because of a possible reverse epinephrine 
effect. 

Pregnancy Category B 

There are no adequate and well-controlled studies in pregnant women. Because animal 
reproduction studies are not always predictive of human response, and in viaw of the desirability of 
keecing the administration of all drugs to a minimum during pregnancy, this drug should be us2d 
only if clearly needed. 


ADVERSE REACTIONS 

Adverse events observed in association with the use of CLOZARIL in clinical trials at an incidance 
of 5% or greater were: central nervous system complaints, including drowsiness,sedation, dizziness/ 
vertigo, headache and tremor; autonomic nervous system complaints, including salivation, sweating, 
dry mouth and visual disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, incl ding constipation and nausea; and fever. Compiaints 
of d-owsiness/sedation tend to subside with con-inued therapy or dose reduction. Salivation may be 
profuse, especially during sleep, but may be dim nished with dose reduction. 


DOSAGE AND ADMINISTRATION 

Initial Treatment 

«itis recommended that trectment with CLOZARIL begin at 25 mg once or twice daily, and then be 
continued with daily dosage increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose 

of 300 to 450 mg/day by the end of two weeks. Subsequent dosage increments should be mace no 

morz than once- or twice-weekly, in incremenzs tot to exceed 100 mg. Cautious titration and 2 

divided dosage schedule are recessary to minimize the risks of hypotension, seizure, and sedation. 


Therapeutic Dose Adjustment 

Daily dosing should continue on a divided tasis as an effective and tolerable dose level is so ight. 
While many patients may respond adequately at doses betwe3n 300-600 mg/day, it may be 
necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response. [Note: 
In the multicenter study providing the primary support for the superiority of CLOZARIL in treatment 
resistant patients, the mean and median CLOZARIL doses were both approximately 600 mg/day. | 

Because of the possibility of increased adverse reactions a: higher doses, particularly seizures, 
patients should ordinarily be given adequate t me to respond to a given dose level before escalation 
to a higher dose is contemplated. 

Dosing should not exceed 900 mg/day. 
Discontinuation of Treatment 

In the event of planned termination of CLOZARIL therapy, gradual reduction in dose is 
recommended over a1 to 2 week period. However, should a patient’s medical condition require 
abrupt discontinuation (e.g., leukopenia), the Jatient should be carefully observec for the recurrence 
of psychotic symptoms. 

CLOZARIL is available only through the Clozaril Patient Management System, a program that 
combines white blood cell testing, patient monitoring, pharmacy, and drug distribution services, 
all linked to compliance with required safety monitoring. 


To prescribe CLOZARIL call 1-800-237-CFMS (2767) or mail in a completed CPMS Enroll nent 
Form. 


SANDOZPHARMACEUTICALS 


Corporation, E. Hanover, NJ 07936 (201) 503-7500 
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INTELLIGENT ECT FROM MECTA CORP. 
UL LISTED CSA CERTIFIED 


MODULAR AND COMPUTERIZED 


SR/JR FEATURES INCLUDE: 


e Continuous reading of energy in Joules 
e Tiltable Liquid Crystal Display 

© Bi-polar brief pulse stimulus 

è Adjustable constant current stimulus 
e Audible warning prior to treatment 

© Remote contro! capabilities 

e 100% expected seizure induction 

e Totally isolated for maximum safety 

e Single or multiple energy control(s) 

e All parameters displayed in text form 
è Increased energy for difficult cases 

e Built-in self test for patient safety 

e Steady warning tone during treatment 


e Protected STIMULUS CONTROL push button 


e Timing accuracy better than .1% 
e 1 year parts and labor warranty 
© Operates on 120 or 240 VAC 

e Complete with all accessories 


PRINTED SELF TEST 
AND TREATMENT RESULTS 


ADDITIONAL FEATURES INCLUDED 
WITH ALL SR MODELS ARE: 


© EEG instrumentation amplifier 

è Built-in 2 channel digital chart recorder 
e Numeric timing marks during monitoring 
Printed record of energy level 

© Printed date and time of treatment 

* ECG instrumentation amplifier 

© Selectable single or dual channel 

© Printed record of treatment and self test 
© Printed record of stimulus parameters 

e Modular design for maximum flexibility 


SINGLE ENERGY 
LEVEL CONTROLS 


SIMPLICITY 


MECTA Corporation 7015 SW McEwan Road Lake Oswego, OR 97034 (503) 245-6975 





Minority Research Training 
in Psychiatry 


The American Psychiatric Association (APA) is 
pleased to announce the funding of the Program for 
Minority Research Training in Psychiatry by the National 
Institute of Mental Health (NIMH). This program will 
sponsor training of minority medical students, psychiatric 
residents, and fellows who are interested in research by 


providing advice, placement assistance, stipends, travel, 
and other expenses. 


For further information about the Program for Minority 
Research Training in Psychiatry, call or write Harold 
Alan Pincus, M.D., or Jeanne Spurlock, M.D., at the 
American Psychiatric Association, 1400 K Street, 
N.W., Washington, D.C. 20005; Telephone 202-682- 
6238; or FAX 202-682-6114. 
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sent was obtained. 
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be sent reviewer comments that are judged to be useful to 
them. All reviewers remain anonymous. Once the Editor has 
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will be informed. 


SUBMISSION OF MANUSCRIPTS 


The original manuscript and four copies should be sub- 
mitted to John C. Nemian, M.D., Editor, American Journal 
of Psychiatry, 1400 K St., N.W., Washington, DC 20005. All 
correspondence will be sent to the first-nemed author unless 
otherwise specified. Papers should be. eccompanied by a 
cover letter indicating that the paper is intended for publi- 
cation and specifying for which section of the Journal it is 
being submitted (i.e., Special Article, Regular Article, or 
Clinical and Research Report); papers wi_] only be reviewed 
after such a statement has been received irom the author. 

Authors will be nonfied of the receipt of their paper and 


INFORMATION FOR CONTRIBUTORS 


the number assigned to it. This number must be included in 
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manuscripts submitted to the Journal will be returned to 
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Single Case Reports 


Single case reports except for detailed longitudinal studies 
should be submitted as Letters to the Editor. All single case 
reports will be peer reviewed. Reports of successfully treated 
patients must include data on the number of patients treated 
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Authors may submit their papers before the annual meet- 
ing, but such papers cannot be published until after the meet- 
ing. All papers must be accompanied by a statement that they 
are in final form. These papers are subject to the same peer 
review as other papers and must conform to the require- 
ments for one of the types of articles specified in the next 
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TYPES OF ARTICLES 
Special Articles 


These are usually overview articles that bring together im- 
portant information on a topic of general interest to psychi- 
atry. Authors who have ideas for such articles are advised to 
check with the Editorial Office to ensure that a similar work 
has not already been submitted. Special Articles may: not 
exceed 7,500 words (no more than 25 double-spaced pages— 
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Regular Articles are original communications of scientific 
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words, including an abstract of no more than 100 words, 
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Clinical and Research Reports 


Clinical and Research Reports may contain no more than 
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they include the}notation “for publication.” Letters critical 
of an article published in the Journal will automatically be 
sent to the authors for reply. Because of space limitations not 
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of any kind must be acknowledged. 
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The abstract is a single paragraph no longer than 100 
words for Special Articles and Regular Articles and no longer 
than 40 words for Clinical and Research Reports. 


Text 


Authors should use the active voice and first person; head- 
ings and subheadings should be inserted at reasonable inter- 
vals. Footnotes to text may not be used, and summaries are 
usually unnecessary. 

Research design and statistics. The following information 
regarding research design should be included: 1) a clearly 
stated hypothesis, 2) the names of the statistical tests used, 3) 
whether tests were one- or two-tailed, and 4) what test was 
used for each set of data. Reporting of standard deviations, 
rather than standard errors of the mean, is required. Statis- 
tical tests that are not well known should be referenced. All 
significant and important nonsignificant results must include 
the test value, degree(s) of freedom, and probability. For 
example, ““The analysis of variance indicated that those who 
abstained from coffee had significantly higher course grades 
than those who did not abstain (F=4.32, df=3, 17, p< 
0.05).” Reviewers will evaluate the appropriateness of the 
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those for units of measure) the first time they are used. Id- 
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TABLES AND FIGURES 


The Journal does not publ:sh tables or figures that have 
been submitted elsewhere or previousły published. Tables 
and figures that duplicate 1) material contained in text or 2) 
each other will not be used. Authors will be asked to delete 
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specified. Consult recent issues of the Journal for format. A 
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FIGURE 1. Mean CSF Somatostatin Levels of Patients With Alzhe- 
imer’s Disease, Older Depressed Patients, and Age-Matched Control 
Subjects 
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“Significant difference between men and women (t=1.81, df=10, 
p<0.05) and between the total Alzheimer’s disease group and the 
total control group (t=2.49, df=25, p<0.01). 

Significant difference between the total depressed group and the 
total control group (t=2.75, df=33,. p<0.005). 


cient, headings may be placed diagonally on the axis. Main 
headings should consist of upper-case letters only, subhead- 
ings of upper- and lower-case, and other type (e.g., keys, flow 
chart segments) of lower-case with only an initial upper-case 
letter. All parenthetical material should be lower-case. Do 
not use idiosyncratic abbreviations. 

Other. The following are additional specific requirements. 
Please refer to the example given above. 

1. Do not use solid black shading; rather, include outlined 
white among shadings. 

2. The heading for the vertical axis of a graph should run 
vertically along the axis, not horizontally at the top or bot- 
tom. Headings for the horizontal axis should appear below 
that axis, not at the top of the graph. 

3. Error bars should not be used. 

4. Do not extend the vertical or horizontal axis of a graph 
beyond the point needed for the data shown. 

5. The vertical axis should generally begin at zero; to save 
space, a double slash may take the place of an unused por- 
tion of the vertical axis. 
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6. In a graph comparing different groups of subjects, the 
number of subjects in each group should appear with the 
name of the group—in the key, in the headings below the 
horizontal axis, or in the title. 

7. To save space, related figures that have the same vertical 
or horizontal axis should be combined. Headings identifying 
the segments of the combined figure should appear in the 
upper lefthand corners of the individual segments (in lower- 
case type with an initial upper-case letter). 

8. The key should appear within or above the figure but 
should not be wider than the figure itself. Avoid placing 
other type (e.g., number of subjects, statistical values) within 
the axes of a graph. 

9. Footnotes (including p values) should be cited with su- 
perscript letters in the title or body of the figure and should 
be listed in the order in which they are cited in the figure. 
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paman 11 days after the addition of doxepin (75 mg/day) 
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been reported that many of the cardiovascular aad CNS symptoms of tricyclic antidepressant poisoning in adults may be 
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ANNOUNCEMENT! 


MARK YOUR 
CALENDARS! 


The APA and the Caribbean Psychiatric Association 
announce a joint 


CARIBBEAN 
MEETING 


to follow the 1991 APA Annual Meeting 
on May 11-16 
in New Orleans. 


NEW DATES: 
Friday May 17 - Monday, May 20 
Barbados, West Indies 


Subjects are: Geriatrics, Substance 
Abuse; Psychiatric Sequelae to 
Natural Disasters; Forensic 
Psychiatry and Mental Health 
service Delivery. 


For Information Contact: 
American Psychiatric Association 
Office of International Affairs 
1400 K Street, N.W. 

Washington, D.C. 20005, U.S.A. 


Telephone: 202/682-6286 
Fax: 202/682-6114 


Foundations’ Fund Prize for Research in Psychiatry 





The American Psychiatric Association takes pleasure in inviting submissions for the 
fourteenth annual Foundations’ Fund Prize for Research in Psychiatry. 


Candidates for this prize should be citizens of the United States or Canada and should be 
nominated by a sponsor. Sponsors should be members of the American Psychiatric Association. 
Members of the prize board are excluded from submitting nominations. 


The sponsor should submit a supporting letter (six copies) setting out in detail justifica- 
tion for a nomination and summarizing the research accomplishments of the nominee in a 
specific area or with a coherent theme. 


The nominee should submit: 


(A) A book or paper (six copies, or a group of representative and thematically linked, 
books or papers (six copies) published in English (or accepted for publication) and 
dates within ten years prior to the deadline of submission. 


(B) A summary statement (six copies) written by the nominee, emphasizing the principal 


theme running through their work, its internal cohesiveness and consistency, and scientific 


implications. 
(C) An up-to-date curriculum vitae (six copies) 
(D) An up-to-date bibliography (six copies) 


All entries must be submitted in six complete collated sets and sent to Ira D. Glick, M.D., 
Chairman, Foundations’ Fund Prize Board for Research in Psychiatry, American Psychiatric 
Association, 1400 K St., N.W., Washington, D.C. 20005. Entries will be acknowledged but 
cannot be returned. The prize is based on a yearly competition. Resubmission is permitted. 
The award will be presented at the convocation of fellows at the Association’s Annual Meeting 


in May of 1991. 
The deadline for submission is January 1, 1991. 
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DSM-IV: Work in Progress 


Allen Frances, M.D., Harold Alan Pincus, M.D., Thomas A. Widiger, Ph.D., 
Wendy Wakefield Davis, M.Ed., and Michael B. First, M.D. 


The authors present an overview of the work in prog- 
ress on DSM-IV. After a brief historical review, they dis- 
cuss the principles and multiple purposes of the DSM-IV 
effort and outline the three stages of its empirical docu- 
mentation: systematic literature reviews, analysis of un- 
published data, and field trials. Next, they discuss several 
of the basic conceptual issues that are implicit in revising 
a nomenclature. These include the definition of mental 
disorder, the balance between multiple diagnosis and dif- 
ferential diagnosis, the use of categorical and dimen- 
sional models of classification, and issues involved in the 
construction of criteria. Finally, they summarize the most 
important specific questions being reviewed by each of 
the DSM-IV work groups. 

(Am J Psychiatry 1990; 147:1439-1448) 
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here was a paradigm shift in DSM-III (1, 2) 

toward descriptive psychiatric diagnosis that was 
meant to be neutral with regard to etiology and usable 
across theoretical orientations (3, 4). Two methodo- 
logical innovations—explicit diagnostic criteria and 
the multiaxial system—improved on the poor reliabil- 
ity achieved by previous systems and facilitated clinical 
communication and research. The manual has been 
widely used by clinicians, educators, trainees, and re- 
searchers. DSM-III was both a reflection of and a cat- 
alyst for the increased emphasis on empirical data in 
psychiatric practice and research. 

Despite its important contributions, DSM-III was 
by no means universally popular or without disadvan- 
tages (5—13). Perhaps the most serious problem was 
not inherent in the content of the manual but resulted 
from how it was viewed and used. Many persons reli- 
fied the criteria in DSM-III despite the fact that most 
were based on expert opinion rather than systematic 
evidence. The criteria were meant to guide clinical 
practice rather than subject it to rigid rules. A second 
limitation of DSM-III was its length and cumbersome- 
ness. It also stirred numerous controversies. Some of 
these concerned the definition of particular diagnoses; 
others related more generally to professional, forensic, 
economic, or social consequences of the system. 

Work on a revision of DSM-III began in 1983 and 
resulted in publication of DSM-III-R in 1987. DSM- 
III-R was undertaken in order to correct inconsisten- 
cies identified after the publication of DSM-III and to 
allow for the inclusion of new evidence (14). The re- 
vision of DSM-III was probably more substantial than 
had originally been anticipated. Although DSM-III-R 
was useful in demonstrating that the system is self- 
correcting, it may have been too big a change too soon, 
with consequent disruption to clinical, research, and 
educational endeavors (15—19). 
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DSM-IV: WORK IN PROGRESS 


In May 1988, the Board of Trustees of the American 
Psychiatric Association (APA) appointed a task force 
to begin work on DSM-IV. Elsewhere we have indi- 
cated the considerations that led to this decision (20). 
The major reason to begin work so soon in prepara- 
tion for DSM-IV was the expected publication of the 
tenth edition of the International Classification of Dis- 
eases (ICD-10) in 1993. Early drafts of the Mental 
Disorders section of ICD-10 were quite different from 
that of ICD-9 and from DSM-III-R (and actually more 
like DSM-III). Since the United States is obliged to use 
ICD codes, and since it is highly desirable to eliminate 
unnecessary differences between systems, it seemed 
crucial for the groups working on DSM-IV and 
ICD-10 to have an opportunity for discussion and mu- 
tual influence (1, 21). Indeed, the appointment of the 
Task Force on DSM-IV was done with this in mind, 
and repeated consultations have resulted in greatly in- 
creased compatibility between systems. 

The purpose of this article is to discuss issues in- 
volved in the preparation of DSM-IV. We begin with a 
brief review of historical trends in psychiatric diagno- 
sis in order to place current efforts in context. Next, we 
outline the multiple purposes of DSM-IV and ways in 
Which these must be balanced. We then discuss several 
of the difficult conceptual issues that are implicit in 
revising a nomenclature. Finally, we summarize the 
most important specific questions being reviewed by 
each of the DSM-IV work groups. 


HISTORICAL REVIEW 


Although the need for a classification of mental dis- 
orders has been clear throughout the history of medi- 
cine, there has been controversy on optimal methods 
and content. Psychiatric nomenclatures have differed 
with respect to their relative emphasis on phenomenol- 
ogy, etiology, and course as defining features. 

A classification developed in ancient Greece and Rome 
distinguished five categories defined by their phenome- 
nology: phrenitis, mania, melancholia, hysteria, and ep- 
ilepsy. The ancient Greek version of axis H included the 
four temperaments as described by Hippocrates: cho- 
leric, sanguine, melancholic, and phlegmatic. 

In the sixteenth century the Swiss physician Paracel- 
sus developed a classification based on etiology: vesa- 
nia dode: caused by poisons), lunacy (a periodic 
condition influenced by phases of the moon), and in- 
sanity (diseases caused by heredity). 

Influenced by the work of Linnaeus and Sydenham, 
Boissier de Sauvages argued that classification should 
be based on the distinguishing symptoms, with causal 
theory excluded (22). His taxonomy arranged symp- 
toms into classes, orders, and genera, comparable to 
zoological classifications, and generated 2,400 mental 
disorders, each of which was essentially a symptom. 
Psychiatric classification has struggled ever since with 
the conflicting demands of theoretically simple, de- 
scriptive systems that generate a large number of nar- 
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rowly defined conditions versus systems that have or- 
ganizing thepretical emphases and smaller numbers of 
groupings. . 

Esquirol emphasized age at onset and course of ill- 
ness as valuable additions to cross-sectional descriptive 
definition. This approach was incorporated into Mo- 
rel’s nineteenth-century diagnosis of démence précoce. 
Kraepelin’s dombination of descriptive phenomenol- 
ogy and course (22, 23) provided the basic conceptual 
framework for DSM-III. DSM-III placed less empha- 
sis than had |DSM-I and DSM-II on other trends in 
twentieth-century nosology, e.g., Bleuler’s more cross- 
sectional assessment of fundamental features of schiz- 
ophrenia, Meyer’s psychobiological “reaction sets” to 
environmenta| stressors, and Freud’s description of 
mental mechahisms. 

The ancestors of DSM-IV also arose from the need 
to develop systems for statistical, epidemiological, and 
reporting purposes. In 1840 the U.S. census had but 
one category for mental disorder. The 1880 census 
expanded to seven categories (mania, melancholia, 
monomania, paresis, dementia, dipsomania, and epi- 
lepsy). In 1917\|APA adopted a classification of mental 
diseases to obtain uniform statistics in hospitals (24, 
25). Because this had only limited value as a general 
nomenclature, it was replaced by the American Med- 
ical Association's Standard Classified Nomenclature of 
Disease (26), which contained 24 major categories 
much influenced by the sixth edition of Kraepelin’s 
textbook (24). |Because previous classifications de- 
signed primarily|for inpatients were inadequate during 
World War II, the U.S. armed forces developed a new 
system, which was later revised for use by the Veterans 
Administration. |The World Health Organization 
(WHO) published its first international classification 
of mental disorders, ICD-6, in 1948 (27). 

The variety of |nomenclatures was confusing. Some 
agencies used oné system for clinical use, another for 
disability ratings, and a third for statistical reporting. 
DSM-I provided a uniform system for use in diverse 
settings that was appropriate for both diagnostic and 
statistical purpos¢s and included a glossary of defini- 
tions of the categories (24, 25). Because the situation 
internationally was as inconsistent as it had been in 
America prior to DSM-I, WHO sponsored a revision 
that appeared as ICD-8 in 1968. APA contributed to 
ICD-8 and also published a compatible DSM-IJ simul- 
taneously. Then, in 1980, DSM-III and ICD-9 were 
published simultaneously, and in a fashion that per- 
mitted crosswalking. 


PRINCIPLES AND PURPOSES OF DSM-IV 
Focus on Empirical Documentation 
The major innovation of DSM-IV is less likely to be ` 


any specific content|changes than its emphasis on ex- 
plicit documentation and review of evidence. We have 
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discussed elsewhere the ways in which empirical evi- 
dence will be used in preparing DSM-IV (20, 28). Data 
gathering occurs in three related stages: 1) systematic 
reviews of the published literature, 2) analyses of al- 
ready-collected but not previously analyzed data, and 
3) field trials. The extensive data gathered, reviewed, 
and interpreted in this three-step process will be sum- 
marized in the DSM-IV Sourcebook, which will doc- 
ument the basis for whatever changes are made. 

The initial task of each of the DSM-IV work groups 
charged with responsibility for specific sections of the 
manual was to identify the most pertinent questions 
regarding each diagnosis and to locate the empirical 
data relevant to their resolution. We sponsored three 
methods conferences to articulate for all work groups 
a systematic procedure for finding, extracting, aggre- 
gating, and interpreting data in a comprehensive and 
objective fashion. Holes in the published literature are 
being filled through the reanalysis of previously col- 
lected data that pertain to important questions raised 
by the initial reviews conducted by the work groups. 
This work, funded by the John D. and Catherine T. 
MacArthur Foundation, also allows us to develop and 
test empirically based criteria. 

The DSM-IV field trials (funded by the National 
Institute of Mental Health and by a second grant from 
the MacArthur Foundation) will help to resolve incon- 
sistencies among DSM-III, DSM-III-R, ICD-10, and 
suggested DSM-IV criteria generated through litera- 
ture reviews and data reanalyses. The field trial meth- 
odology also provides an opportunity to determine 
how well suggestions for changes derived from clinical 
research findings apply in clinical practice. 


Criteria for Change 


Although it is impossible to develop explicit criteria 
equally applicable to all decisions about change in 
DSM-IV, some principles have emerged. The threshold 
for making revisions is much higher than it was for 
DSM-III and DSM-III-R (20). Decisions must be sub- 
stantiated by explicit statements of rationale and by 
the systematic review of relevant empirical data. In 
order to increase the clinical utility and user friendli- 
ness of DSM-IV, we will attempt to simplify and ex- 
plicate it, particularly when this is justified by empiri- 
cal data. DSM-IV seeks to strike an optimal balance 
with respect to historical tradition (as embodied in 
DSM-III and DSM-III-R), compatibility with [CD-10, 
evidence from reviews of the literature, unpublished 
data, field trials, and consensus of members of mental 
health professions. The requirement for evidence to 
support changes will be set high but will vary across 
disorders, since the quantity and quality of data avail- 
able to DSM-III and DSM-III-R varied across disor- 
ders. Common sense will also be necessary—major 
changes solving minor problems will require more ev- 
idence than minor changes solving major problems. 
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Attention to Users 


An official nomenclature must be applicable to the 
widest diversity of settings, purposes, and cases. DSM- 
IV will be used by clinicians and researchers with all 
the various orientations that inform our field (e.g., bi- 
ological, psychodynamic, cognitive, behavioral, fami- 
ly/systems). It will be used by psychiatrists, other phy- 
sicians, psychologists, nurses, social workers, activity 
and rehabilitation therapists, and all other mental 
health professionals. DSM-IV must be usable across 
settings: for inpatients and outpatients, in consulta- 
tion/liaison, in hospitals, in mental health clinics and 
private practice, in primary care, and m community 
populations. DSM-IV will be used in forensic and dis- 
ability deliberations and in insurance reimbursement. 
It will stimulate research and will have an important 
role in education. DSM-IV will also guide the collec- 
tion of accurate statistics. It is fortunate that DSM’s 
many uses are usually, if not always, quite compatible 
with one another. 

The first priority for any DSM is that it be a useful 
guide to clinical practice. The interest in diagnosis that 
pervades psychiatric practice attests to the success of 
DSM-III-R in meeting this challenge (29-31). None- 
theless, some aspects of DSM-III-R reduce its clinical 
utility (30, 32—35). Several categories in DSM-III-R 
are too long and complex for use in everyday practice. 
The work groups are attempting to simplify such cat- 
egories. Many users of DSM object to the rapidly ex- 
panding number of categories. While each suggestion 
for a new category may add clinical refinement, an 
endless accumulation of marginal new diagnoses 
makes DSM unnecessarily cumbersome. 

DSM-III-R has become an important educational 
tool for teaching psychopathology and for improving 
the comprehensiveness of the psychiatric interview 
(30, 36). It can also be used as a psychoeducational 
tool with patients, who are relieved to learn that their 
symptom patterns are not unique. Disadvantages of 
overreliance on DSM as an educational tool result 
from its being taken too literally (8, 16, 37). Trainees 
may not realize the importance of applying clinical 
judgment in the diagnostic process, especially for pa- 
tients who fall between the boundaries of the DSM 
categories. Moreover, psychiatric diagnosis is only one 
step in the process of evaluating and formulating a 
clinical problem and is not to be emphasized at the 
expense of other important steps in treatment planning. 

DSM-III has helped to stimulate the active research 
enterprise that now informs our field (2). The provi- 
sion of explicit diagnostic criteria was imstrumental in 
the development of structured interviews and system- 
atic assessment. This is a valuable step, but researchers 
too often limit themselves solely to the criteria in- 
cluded in DSM instead of incorporating criteria from 
other systems (38). Only by comparing the perform- 
ance of different criteria will research improve the pre- 
dictive validity of the definitions. Placement in DSM 
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should not determine whether or not a disorder is stud- 
ied and researched. 

Before the publication of DSM-III, there was con- 
cern about its possible impact on a wide variety of 
issues beyond its clinical, research, educational, and sta- 
tistical uses (12, 39). Although there is no inherent reason 
to suppose that the presence of a DSM diagnosis should 
be important in reimbursement and disability decisions, 
this is nonetheless often the case. Perhaps the arena of 
greatest possible abuse is the assessment of criminal re- 
sponsibility, in which the presence of a diagnosable DSM 
disorder should not be regarded as sufficient to confer the 
sick role. There has been concern that several proposed 
diagnoses (e.g., late luteal phase dysphoric disorder, self- 
defeating personality disorder) would have adverse ef- 
fects on women. It is unclear to what extent the DSM-IV 
task force should be influenced by the effects its decisions 
might have beyond the immediate clinical domains for 
which the system is designed (40). To ignore obvious 
detrimental effects would be irresponsible, but for 
DSM-IV to have credibility as a system of diagnosis, its 
clinical uses and foundation in research must have pri- 


ority. It may also be necessary to expand the statement 
on “Cautions in the Use of DSM-III-R.” 


Breadth and Quality of Participation 


Because DSM-IV will be used by a wide range of 
mental health professionals in a variety of settings, it is 
crucial that it incorporate the suggestions of as many 
of these individuals as possible. Each work group has 
enlisted between 50 and 100 advisors with a variety of 
professional orientations, representing both research 
and clinical practice. The task force has also established 
formal liaisons with the American Psychological Associ- 
ation, the American Psychological Society, the National 
Association of Social Workers, the American Nursing 
Association, the American Occupational Therapy Asso- 
ciation, and over 60 additional organizations and asso- 
ciations interested in the development of DSM-IV. It cir- 
culates a semiannual newsletter, the DSM-IV Update, to 
more than 1,000 interested individuals and organizations 
to summarize progress and discussions within each work 
group. Representatives of the Task Force on DSM-IV 
present progress reports at APA’s annual meetings, the 
Institutes on Hospital and Community Psychiatry, and 
other professional meetings. The task force has included 
critics early in the process to allow their suggestions to 
have as much impact as possible. 


CONCEPTUAL ISSUES 
Definition of Mental Disorder 

A definition establishing precisely what a mental dis- 
order is would have an important impact on clinical 


practice, forensic proceedings (41), and decisions 
about which of the conditions on the border between 
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normality and pathology should be included in DSM- 
IV (42). Unfortunately, no previous definition of ill- 
ness, disease, or disorder has ever been particularly 
successful (42—49), and we have no illusions that we 
can provide a better solution. It seems unlikely that 
any explicit set of criteria for defining mental disorder 
will cover all cases or settle boundary questions. 

The concept of mental disorder is like other concepts 
in medicine and science in failing to have a clear and 
consistent definition (38, 41, 50). Medical illnesses are 
defined on various levels of abstraction, such as struc- 
tural pathology (e.g., ulcerative colitis), symptom pre- 
sentation (e.g., migraine), deviance from a physiolog- 
ical norm (e.g., hypertension), and etiology (e.g., 
pneumococcal pneumonia). Mental disorders have 
also been defined by a variety of concepts, such as 
distress, dyscontrol, disadvantage, disability, inflexi- 
bility, irrationality, etiology, and deviation from a sta- 
tistical norm. Each is a useful indicator for mental dis- 
order, but none is equivalent to the concept, and 
different situations call for different definitions. The 
implicit definition of mental disorders and medical dis- 
orders—‘‘that which clinicians treat”—is tautological, 
but other more abstract concepts consistently fail to 
provide greater explanatory power. 

The term ‘‘mental disorder” implies an unfortunate 
distinction between “mental”? disorders and “‘physi- 
cal” disorders that is a reductionistic anachronism of 
mind/body dualism. A compelling literature docu- 
ments that there is much that is physical in mental 
disorders and much that is mental in physical disor- 
ders. The problematic terminological divide between 
mental and physical is also enshrined in the provision 
of a separate axis in DSM-III-R for physical disorders 
(axis III) and a separate section for organic mental 
disorders. The problem raised by the term “mental 
disorders” is clearer than its solution. The term “‘psy- 
chiatric disorders” would replace “mental disorders” 
with a descriptive and nonreductionistic construct but 
has its own connotation problems, particularly insofar as 
it might be construed to reflect professional boundaries. 


Is DSM Atheoretical? 


The introduction to DSM-III states that the system 
attempts to be atheoretical in regard to etiology and 
usable across the varying orientations that inform psy- 
chiatry. This assertion has been repeatedly criticized 
and misunderstood. It would be expecting too much to 
think that any frame of reference can be totally with- 
out theoretical assumptions (51). Preference for a de- 
scriptive approach that minimizes clinical inference is 
itself a theoretical position, and one that possibly is 
more useful within the biological and behavioral ori- 
entations. It is no surprise that psychodynamic and 
family clinicians have felt particularly dissatisfied with 
the DSM system (5—8, 52—56). Active review is under- 
way to determine the available data and/or the need 
for additional research relevant to the development of 
psychodynamic and family contributions to classifica- 
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tion. Nonetheless, it must be recognized that these 
fields have only recently developed a systematic inter- 
est in diagnosis, and much additional work is neces- 
sary before the classification can adequately reflect 
their perspectives. Suggestions not yet ready for inclu- 
sion in the body of the system might appear in a 
DSM-IV appendix or the Source Book to stimulate the 
additional necessary research. 


Multiple Diagnosis, Comorbidity, and Differential 
Diagnosis 


A number of features built into DSM-III resulted in 
most patients meeting criteria for more than one dis- 
order. DSM-III-R went even further in encouraging 
multiple diagnoses by removing many of the diagnostic 
hierarchies and exclusion criteria that were included in 
DSM-III (14). The profusion of new categories and the 
division of old ones in DSM-III and DSM-III-R have 
also increased multiple diagnoses. DSM-I had 106 dif- 
ferent categories, DSM-II had 182, DSM-III listed 
265, and DSM-III-R included 292. The more diag- 
noses included in a system, the more clearly these are 
defined, and the fewer the exclusionary hierarchies, the 
more multiple diagnoses there will be. 

The trend toward multiple diagnosis is neither good 
nor bad so long as its implications are understood (14, 
57-61). The extensive recent literature on comorbidity 
of psychiatric diagnoses often assumes naively that a 
patient meeting criteria for more than one diagnosis 
has multiple independent conditions. This is certainly 
not the only possible relationship (60). Some sepa- 
rately labeled co-occcurring disorders may just as plau- 
sibly be considered part of a single complex syndrome 
that has been split apart in the DSM definition. In 
other cases, multiple diagnosis may result from defini- 
tional artifacts caused by similar items that overlap 
across different disorders. 

DSM-III-R shifted the emphasis of the diagnostic pro- 
cess toward multiple diagnosis and away from differen- 
tial diagnosis by removing many of the diagnostic exclu- 
sion criteria that established a hierarchical ranking of 
“more” versus “less” fundamental disorders (14, 60, 61). 
This approach saves information, improves reliability, 
and is in the atheoretical spirit of avoiding assumptions 
about priority that are difficult to make in clinical prac- 
tice and unsupported by empirical evidence. Certain im- 
portant differential diagnoses remain in DSM and are 
highlighted whenever exclusionary criteria are present. 
Future advances in knowledge beyond the descriptive va- 
lidity of diagnoses will increase the precision and impor- 
tance of differential diagnosis. 


Categories, Dimensions, and Prototypes 


The introduction to DSM-III-R states that “there is 
no assumption that each mental disorder is a discrete 
entity with sharp boundaries (discontinuity) between it 
and...no mental disorder” (p. xxii). Nevertheless, 
DSM-III-R follows the tradition of providing categor- 
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ical diagnoses, which are most useful for labeling con- 
ditions with sharp boundaries. In using the categorical 
model, one must recognize its limitations (45). Kraepe- 
lin, best known for his emphasis on demarcating dis- 
tinct syndromes (2, 24), acknowledged that “wherever 
we try to mark out the frontier between mental health 
and disease, we find a neutral territory, in which the 
imperceptible change from the realm of normal mental 
life to that of obvious derangement takes place” (62, p. 
295). There is an accumulation of recent reports in the 
literature that suggest ways of modifying the assump- 
tions of the categorical approach in order to make it 
more useful in psychiatric diagnosis. 

A classical categorical approach would assume that 
all members of a class are homogeneous and that dif- 
ferent classes are mutually exclusive. These standards 
are difficult to meet and fail to do justice to the com- 
plexity of psychiatric disorders. In contrast, a proto- 
typic categorization sorts patients on the basis of the 
degree to which they resemble the prototype of the 
category (63—66). There are no features that com- 
pletely define the category, and it is expected that dif- 
ferent class members will differ in how closely they 
resemble the prototype and one another. A prototypic 
approach accepts that members of a class are likely to 
be heterogeneous even in their defining features and 
that border cases will be difficult to sort in any but a 
probabilistic fashion. This attitude is more congruent 
with polythetic than with monothetic sets of criteria, 
since the former, by definition, accept class heteroge- 
neity. A prototypic view of diagnosis depends more on 
pattern recognition and family resemblance than on 
pathognomonic decision-tree logic. 

The implications of a more prototypic attitude 
toward DSM-IV would be less apparent in its format 
than in the way it is used. If one regards the DSM-IV 
categories as prototypes, one is less likely to reify cat- 
egories and more likely to respect boundary cases 
rather than trying to force them into one or another 
category (63). A research consequence of a prototypic 
approach is the realization that different patients ap- 
proximate the prototype with different degrees of fi- 
delity which should be assessed and studied (64). Some 
research projects should probably use mere restrictive 
criteria to focus on prototypic patients. In other de- 
signs, it is important to have a wider range of pathol- 
ogy to increase generalizability. Although accumulat- 
ing research results support the dimensioaal model of 
classification, particularly for personality disorders 
(65, 66), there are insufficient data at this ame to justify 
a radical change in the format for clinical diagnosis. 


CONSTRUCTION OF SETS OF CRITERIA 
Clinical Versus Research Criteria 


In contrast to DSM-III-R, which provides just one 
set of diagnostic criteria to be used for both clinical 
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and research purposes, [CD-10 has separate clinical 
and research criteria (67). The ICD-10 approach has 
the advantage that each form of the classification 
meets the needs of its intended audience (i.e., more 
descriptive for the clinician, more specific for the re- 
searcher) but the disadvantage that it reduces the gen- 
eralizability of research findings to clinical practice. 
DSM-IV will continue to have one set of criteria for 
use in both clinical and research practice in order to 
facilitate the necessary dialogue and mutual influence 
between them. 


Core Versus Discriminating Features 


The DSM-III-R criteria are used for two related but 
also separable activities: to define mental disorders and 
to diagnose them (68, 69). To serve both purposes, the 
ideal criterion would both capture the core of the def- 
inition of the disorder and maximize its distinction 
from near neighbors. Often enough, both functions are 
well served by the same item (e.g., thought disorder is 
both a core component of schizophrenia and useful in 
distinguishing it from paranoid and affective disorders). 
Unfortunately, items at the core of the definition are 
sometimes poor at discriminating the disorder, and 
items that are more discriminating may not be close to 
the core. Hallucinations in schizophrenia and impul- 
sivity in borderline personality disorder are core as- 
pects that are not discriminating because they are also 
frequent in disorders that are near neighbors. 

Given the lack of pathognomonic items to identify 
most psychiatric disorders, how do we balance atten- 
tion to core features and discriminating features? This 
is generally done by balancing sensitivity (which re- 
flects the degree to which the item is typical of the 
disorder) with specificity (which reflects its discrimi- 
nating value) (70, 71). One must recognize, however, 
the great impact on specificity that is exerted by the 
selection of comparison groups in a given study. For 
example, impulsivity is much more specific to border- 
line personality disorder in an outpatient clinic than in 
a prison or drug treatment setting. 


Level of Clinical Inference in Criteria 


The explicitness of the DSM diagnostic criteria has 
been the major source of improved reliability. None- 
theless, increased reliability may not always result in 
improved validity (72) or clinical utility (7). For exam- 
ple, the DSM-III criteria for antisocial personality dis- 
order may compromise validity by emphasizing easily 
identifiable delinquent behavior (73-75) at the ex- 
pense of more inferential aspects of the syndrome (e.g., 
lack of guilt and failure to bond). Reducing the level of 
clinical inference raises reliability but narrows the con- 
struct and reduces the role of clinical judgment. More- 
Over, as diagnostic items become more specific, more 
items are needed to represent the construct adequately. 
This results in cumbersome sets of criteria that reduce 
clinical utility. 


1444 


Polythetic Versus Monothetic Criteria 


There was an increased use in DSM-III-R of poly- 
thetic sets of criteria which do not require that all items 
be present for the diagnosis to be made (3). Mono- 
thetic sets imply that diagnostic features are more 
pathognomonic than is usually the case, exclude items 
that are useful but are not always present, and are 
usually less reliable because the limiting factor in the 
reliability of the entire diagnosis becomes the reliabil- 
ity of its least reliable item (65). However, there are 
also disadvantages in the use of polythetic sets of cri- 
teria. They tend to become complex and may allow for 
more heterogeneity in the diagnosis than is desirable. 
For example, there are 93 different ways to meet the 
criteria for borderline personality disorder (76), and 
two patients may each meet the criteria for schizotypal 
personality without sharing even a single criterion for 
the diagnosis. 


Diagnostic Test Results as Criteria 


Diagnoses in the rest of medicine are often heavily 
influenced by laboratory tests. The increasing use of 
laboratory tests in psychiatry raises the question of 
whether results of these tests should be included in the 
sets of criteria. There are several possible relationships 
between test results and clinical observation. Test re- 
sults may add sufficiently important information to 
clinical assessment (as in diabetes and pneumonia) that 
they serve as essential factors in making the diagnosis. 
The only areas in psychiatry in which this may now be 
true are some of the organic disorders, mental retar- 
dation, learning disabilities, and, arguably, some spe- 
cific sleep disorders. 

At a lower level of predictive value, test results may 
not be essential for diagnosis but may have sufficient 
sensitivity and specificity to enhance clinical data and 
deserve inclusion in sets of polythetic criteria. It is con- 
troversial which, if any, of the tests currently used in 
psychiatry (e.g., sleep architecture, neuroendocrine 
challenge, imaging, and psychological tests) have dem- 
onstrated sufficient ability to discriminate patients 
with particular disorders from the wide variety of com- 
parison groups that require differential diagnosis. In 
fairness, it should also be noted that proponents of a 
test argue that its performance is limited by the reli- 
ability of the clinical diagnosis, so that failures of con- 
cordance between test results and clinical diagnosis 
may point to the weakness of the latter rather than the 
former. 

At yet a lower level of specificity, a test result may 
correlate with a diagnosis without being sufficiently 
specific and predictive to diagnose a given patient (e.g., 
imaging findings in schizophrenia). Such test results 
might be discussed in a text section of DSM-IV and 
inform the choice of criteria but could not serve as a 
criterion. 
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WORK GROUP ISSUES 


Having reviewed the general concepts and principles 
underlying the deliberations of the Task Force on 
DSM-IV, we turn now to a survey of the specific di- 
agnostic issues under review by a number of the task 
force’s work groups. These will not only illuminate the 
practical problems involved in devising diagnostic clas- 
sifications but will also, we hope, stimulate our col- 
leagues to offer their own suggestions and solutions. 

Anxiety disorders. The threshold for the DSM-III-R 
diagnosis of panic disorder, which requires at least 
four panic attacks in a 4-week period, was established 
without empirical support and is being reconsidered 
because of concern that it may be too restrictive. There 
are proposals to split social phobia into generalized 
and circumscribed subtypes and to split simple phobia 
(to be renamed ‘“‘specific phobias”) into specific sub- 
types (e.g., blood-injury, situational, animal) in order 
to provide greater specificity. The difficult boundaries 
dividing panic disorder, social phobia, and specific 
phobias are being studied. There are proposals for 
adding subtypes to obsessive-compulsive disorder to 
indicate the degree of insight, to increase the emphasis 
on cognitive compulsions, and to clarify the defini- 
tional boundaries with delusional, somatoform, and 
phobic disorders (and normality). The work group is 
studying the degree of stressor severity that should be 
required for posttraumatic stress disorder and whether 
this should include subjective reactions. Finally, the 
group is considering the utility of a category for mixed 
anxiety/depression, reported to be encountered fre- 
quently in primary care and outpatient settings. 

Child and adolescent disorders. This work group is 
examining whether the adult criteria for mood, anxi- 
ety, and psychotic disorders adequately describe chil- 
dren suffering from these disorders. Attempts are being 
made to reformulate into unified categories several dis- 
orders that have been split along age boundaries (e.g., 
avoidant disorder of childhood and social phobia; gen- 
der identity disorder of childhood, gender identity dis- 
order of adolescence or adulthood, nontranssexual 
types, and transsexualism). The group is also studying 
the implications of the much broader definition of au- 
tistic disorder that was introduced into DSM-III-R and 
is comparing the DSM-III, DSM-III-R, and ICD-10 
definitions of autism by reanalyzing existing data, to 
be followed up by a focused field trial. Additionally, 
the group is reviewing the boundaries between conduct 
disorder and oppositional disorder and studying the 
association of hyperactivity with symptoms of atten- 
tional deficit. 

Eating disorders. Reflecting evidence that individu- 
als who keep their weight low and also binge are best 
conceptualized as having only one eating disorder (1.e., 
anorexia nervosa), the group is considering excluding 
the additional diagnosis of bulimia nervosa and in- 
stead subtyping anorexia nervosa to indicate the pres- 
ence of binges. It is also reviewing evidence for a new 
category, pathological overeating syndrome. 
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Late luteal phase dysphoric disorder. The suggestion 
that this disorder be included in DSM-III-R generated 
substantial controversy, and instead it was included in 
an appendix. In order to ensure a thorough and objec- 
tive review of evidence in this area, we established a 
work group specifically to evaluate the prevalence, 
specificity, course, validity, and implications of the 
proposed diagnosis and its relationship to other psy- 
chiatric and medical disorders. The crucial question is 
whether a syndrome occurs that is impairing, is limited 
to a relatively small percentage of women, is subject to 
reliable diagnosis, and has useful treatment implica- 
tions. The syndrome must not occur exclusively in 
women who meet the criteria for other psychiatric di- 
agnoses, with exacerbations in the late luteal phase. 
The optimal definition of the syndrome and the bal- 
ance of emotional, behavioral, and physical symptoms 
are also being reviewed. 

Mood disorders. This work group has reviewed the 
literature on the validity of the concept of melancholia 
as a qualitatively distinct form of depression, the rela- 
tionship of chronic major depression and dysthymia, 
and the support for potential subtypes, such as atypical 
depression, postpartum depression, rapid-cycling bi- 
polar disorder, and bipolar II disorder. Modifiers de- 
scribing course of illness for depressive disorders are 
being developed, and their feasibility in clinical settings 
is being studied. The criteria for seasonal affective dis- 
order are being reexamined because of concerns that 
the current criteria are too rigid. 

Multiaxial system. The multiaxial system, one of the 
major innovations in DSM-III, was included to pro- 
vide a more complete description of the patient, but 
the problem is whether the current axes are optimal. 
Specifically, there is concern about the relative under- 
utilization of axes IV and V and ways to improve 
them. Axis IV might be reconceptualized either to code 
external problems (and/or assets) that may have an 
impact on the disorders coded on axes L II, and III or 
to provide a rating of social support. The work group 
is also considering a reformulation of axis V in which 
psychiatric symptoms would not be aggregated with 
issues of general functioning. There are also sugges- 
tions for possible additional axes for rating defense 
mechanisms and/or family functioning. It is not clear 
whether DSM-IV will retain the current five-axis sys- 
tem, add additional axes, or have a three-axis system. 
One suggestion has been to retain the three diagnostic 
axes for general purposes and provide an array of op- 
tional specialized (and basically nondiagnostic) axes 
that could be applied in the settings to which they are 
most pertinent. 

Organic disorders. This work group is considering a 
proposal by Spitzer et al. (77) that would eliminate the 
term “organic” and reformulate the Organic Disorders 
section. Dementia, delirium, and amnestic disorder 
would remain together in a section that might be 
named “Cognitive Impairment Disorders,” but the 
other currently listed “organic disorders” (e.g., mood, 
anxiety, personality) would be renamed “secondary” 
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or “drug-induced” and listed within the pertinent sec- 
tion containing their descriptive phenomenology. 

Personality disorders. The most compelling issue 
concerns the attempt to, become more consistent in 
assigning categories for disorders that may have a 
spectrum relationship to axis | conditions and have an 
early and insidious onset, a stable course, and a per- 
vasive manifestation. DSM-III-R inconsistently places 
dysthymia and cyclothymia with axis I mood disorders 
but includes schizotypal disorder with personality dis- 
orders. ICD-10 places schizotypal disorder within the 
schizophrenia section, and this has been proposed for 
DSM-IV. The problem with this solution is that several 
other disorders currently classified as personality. dis- 
orders may have a similar spectrum relationship to 
axis I disorders (e.g., avoidant personality to social 
phobia). This work group is also involved in a study 
comparing various ways of defining antisocial person- 
ality disorder in an effort to determine whether the 
criteria can be simplified and/or modified to include 
some of the traditional personality attributes of psy- 
chopathy. The very limited literature on self-defeating 
and sadistic personality disorders, which were placed 
in an appendix in DSM-III-R, is also being reviewed. 

Psychiatric system interface disorders. This work 
group is charged with studying a number of disorders 
that often present at the interface between psychiatry 
and other medical disciplines. It is reviewing a method 
to simplify the now very complex criteria for somat- 
ization disorder. It is considering a new category, acute 
stress reaction, currently in [CD-10, to describe cases 
in which there is an acute and severe reaction to stress 
consisting of dissociative and/or anxiety symptoms. 
There is also : proposal to bring greater specificity to 
the category of psychological factors affecting physical 
condition by A i subtypes to indicate the nature of 
the psychological factors. Intermittent explosive disor- 
der is being reviewed for possible elimination because 
of concern that there may be no cases of ‘explosive 
behavior that cannot be accounted for by another axis 
I, II, or IU condition. Finally, this work group is also 
considering how DSM-IV can best be applied to pri- 
mary care settings. 

Psychotic disarders. DSM-III markedly narrowed 
the construct and prevalence of schizophrenia, partic- 
ularly by providing a broadly inclusive category for 
mood-incongruent psychotic mood disorders. DSM- 
IH-R narrowed the definition of schizophrenia even 
further by broadening the criteria for the delusional 
disorders. The work group is considering whether the 
DSM-III-R construct is too narrow, whether negative 
symptoms should be given greater prominence as de- 
fining features, the value of including prodromal and 
residual phases in the definition of schizophrenia, and 
the optimal method of subtyping (particularly, wheth- 
er it is possible to make clear that catatonia often oc- 
curs in association with other disorders). The group is 
reviewing ways of reconciling the very different DSM 
and ICD constructs for schizophrenia, with special fo- 
cus on the different duration requirements. It is also 
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examining the advisability of adding the construct of 
simple schizophrenia (i.e., presence of negative symp- 
toms of schizophrenia without positive symptoms, but 
with deterioration). 

Sexual disorders. The work group has focused on 
refining the diagnostic criteria to increase their clinical 
utility for the general clinician. The boundary between 
transvestic fetishism and gender identity disorder is be- 
ing studied to determine how best to classify individ- 
uals with features of both. 

Sleep disorders, One of the most controversial issues in 
DSM-III-R was whether the results of sleep laboratory 
tests should be included in the diagnostic criteria. The 
work group is considering ways to integrate clinical and 
laboratory dataiin a modular fashion that allows for dif- 
ferent degrees of certainty in making the diagnoses. The 
group is working toward a diagnostic system that is com- 
patible with but less specific than the International Clas- 
sification of Sleep Disorders to ensure that any proposals 
for DSM-IV will be compatible. 

Substance use disorders. This group is exploring the 
impact of the broadened definition of substance depen- 
dence—with its increased emphasis on compulsive use 
and lack of a requirement for tolerance and withdraw- 
al—that was incorporated into DSM-III-R. It is study- 
ing the implications of providing a more specific and 
inclusive definition of abuse, which. was made a resid- 
ual category in DSM-III-R. The group is also review- 
ing data on the best definition of full and partial re- 
mission, on the protracted abstinence syndrome, on 
nicotine abuse, and on the value of a familial/nonfa- 
milial distinction for subtyping alcoholism. It is study- 
ing various ways of defining when psychopathology is 
best consideredisecondary to substance intoxication or 
withdrawal. 

This concludes our brief summary of the major 
questions facing the DSM-IV work groups. Interested 
readers are invited to consider the options being stud- 
ied by the work groups and to provide us with sugges- 
tions, criticisms, and, perhaps most welcome of all, 
additional data to help inform our decisions. 





CONGRO 


Perhaps the major theme that emerges from this 
overview is that no diagnostic system can ever com- 
pletely satisfy everyone or every need. The task of de- 
veloping DSM-IV involves decisions that balance com- 
peting plausible alternatives. The major method- 
ological innovation of DSM-IV will be its effort to 
move beyond expert consensus by placing greater em- 
phasis on the careful, objective accumulation of em- 
pirical evidence, The spirit of DSM-IV will be conserv- 
ative, Suggested revisions will have proved their worth 
after rigorous literature reviews, data reanalyses, field 
trials, and inspection by members of the mental health 
proféssions. Two other goals guiding changes in 
DSM-IV are a desire to increase the compatibility be- 
tween the DSM and ICD systems and an effort to 
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make DSM-IV simpler, clearer, and more clinically 
useful. The threshold for including new diagnoses in 
DSM-IV is also much higher than it was in DSM-III 
and DSM-III-R. 

In this article we have discussed a number of the 
conceptual problems that underlie the development of 
the diagnostic system in the hope that this will improve 
the way in which DSM-IV will be understood and 
used. This midterm progress report on our work is 
meant to stimulate discussion both on the general is- 
sues in psychiatric classification and on the specific 
suggestions that have been made for DSM-IV. 
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A Critical Review of Epidemiological Studies 
of Puerto Rican Mental Health 


Peter J. Guarnaccia, Ph.D., Byron J. Good, Ph.D., and Arthur Kleinman, M.D. 





Through a review of the epidemiological literature on 
the mental health of Puerto Ricans and other Hispanics, 
the authors argue that lack of attention to cultural issues 
in epidemiological studies leaves many questions unan- 
swered and raises concerns about the validity of studies 
in this area. The authors point out that the mental health 
status of Puerto Ricans in New York City is still poorly 
understood after 30 years of research. The roles of cul- 
tural response styles and of culturally meaningful expres- 
sions of distress in shaping responses to research inter- 
views should be central concerns in developing research 
in cross-cultural psychiatry. 

(Am J Psychiatry 1990; 147:1449-1456) 





hrough a review of the epidemiological literature 

on the mental health of Puerto Ricans and other 
Hispanics, we will argue that lack of attention to cul- 
tural issues in epidemiological studies leaves many 
questions unanswered and raises concerns about the 
validity of studies in this area. The mental health status 
of Puerto Ricans in New York City is still poorly un- 
derstood after 30 years of research. This critical review 
is not a comprehensive study of the literature on Puer- 
to Rican mental health. It is a review of the epidemi- 
ological studies of Puerto Rican mental health on the 
mainland United States and in Puerto Rico, from the 
perspective of a growing literature in medical anthro- 
pology on cultural dimensions of illness experience 
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and behavior. In particular, we argue that a number of 
problems identified in more than three decades of ep- 
idemiological studies can be partially umderstood by 
viewing these findings in the context of two popular 
illness categories, nervios and ataques de nervios, 
which are common expressions of distress among 
Puerto Ricans. These problems include 1) the high 
prevalence of psychiatric symptoms reported by Puerto 
Ricans during psychiatric interviews, 2) the social de- 
sirability of symptoms and an acquiescent response 
style as explanations for the high rates of reported 
symptoms, and 3) the role of somatization as a cultur- 
ally meaningful expression of psychological distress. 
On the basis of medical anthropology and cross-cul- 
tural psychiatry we will develop an approach to the 
question of whether a high level of symptoms reflects a 
high prevalence of psychiatric disorder or problems 
with the norms and validity of psychiatric research 
interviews. The roles of cultural response styles and of 
culturally meaningful expressions of distress in shap- 
ing responses to research interviews are central to de- 
veloping research in cross-cultural psychiatry. 


OVERVIEW OF NERVIOS AND ATAQUES DE 
NERVIOS 


Before beginning our review, we wil! briefly define 
nervios and ataques de nervios and direct readers to 
appropriate clinical and anthropological literature for 
exploration of these concepts in more detail (1—16). 
Nervios (“nerves”) and ataques de nervios (“attacks of 
nerves”) have been discussed in the psychiatric and 
anthropological literatures for over 30 years. 

Nervios refers to a chronic and more generalized 
sense of distress and upset experienced by Puerto Ri- 
cans and other Latinos as a result of a variety of life 
stresses (3, 6, 9-11). The symptoms of wervios include 
a range of psychosomatic experiences, most promi- 
nently headaches, heart palpitations, a sense of heat in 
the chest, generalized bodily pains, trouble sleeping, 
and persistent worrying. The social sources of nervios 
are a variety of personal, familial, and social problems 
that result from losses of key personal relationships. In 
contrast, an ataque de nervios is a more defined and 
dramatic episode. Ataque de nervios is a culturally 
sanctioned response to an acute stressful experience, 
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particularly relating to grief, fear, or family conflict (1, 
4, 5, 7, 8). Ataques de nervios are characterized by a 
number of symptoms, including trembling, heart pal- 
pitations, a sense of heat in the chest rising into the 
head, faintness, and seizure-like episodes. A typical at- 
tack occurs at a culturally appropriate time, such as 
during a funeral, at the scene of an accident, or during 
a family argument or fight. Such an attack calls forth 
the support of the person’s social network. The person 
usually regains consciousness rapidly and does not 
remember the ataque de nervios. Actual episodes 
brought to the attention of medical personnel and/or 
folk healers are much more varied and can involve 
experiences that deviate in a variety of ways from this 
cultural norm. 

The early psychiatric articles on the subject focused 
on early childhood socialization and intrapsychic fac- 
tors as the major triggers of an ataque de nervios (4, 
12, 14-16). More recent articles by anthropologists 
and mental health investigators have reconceptualized 
such attacks through an understanding of their cul- 
tural meaning and the broader social factors that pro- 
voke them (1, 2, 5, 7, 8, 13). 


HISTORICAL REVIEW OF STUDIES OF PUERTO 
RICAN MENTAL HEALTH 


The most striking feature of the literature on Puerto 
Rican mental health on the U.S. mainland is that in 
spite of several decades of research (17—27), data on 
the actual prevalence of psychiatric disorder among 
Puerto Ricans on the mainland United States are still 
inconclusive. From the earliest studies of inpatient 
samples (17) to more recent surveys using standardized 
symptom checklists and diagnostic interviews (24—26), 
Puerto Ricans in mainland U.S. cities have appeared to 
experience more distress than other ethnic groups or 
Puerto Ricans on the island of Puerto Rico. The symp- 
tom ratings of mainland Puerto Ricans on various 
scales—from the 22-item scale of the Midtown Man- 
hattan Study (18) to the Center for Epidemiologic 
Studies Depression Scale, used in the Hispanic Health 
and Nutrition Examination Survey (24)—have been 
consistently higher than those of whites or other mi- 
ncrity groups, both Hispanic and non-Hispanic. A sec- 
ond consistent finding, which makes the high rates of 
symptoms difficult to interpret, is that Puerto Ricans 
are more apt to respond positively to items on a symp- 
tom checklist because the symptoms are viewed as less 
socially undesirable and because Puerto Ricans are 
more willing to report symptoms than other ethnic 
groups; this willingness is often referred to as a more 
“acquiescent response style” (19-23). 

The central questions in the first section of our re- 
view are, Why do Puerto Ricans report more symp- 
toms than other groups? and, Is the higher rate of 
symptoms a result of greater pathology or of response 
style? 
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Early Studies of Hospitalization Rates 

To our knowledge, Malzberg (17) was the first 
writer to raise the issue of higher rates of mental dis- 
ease among Puerto Ricans in New York City. He iden- 
tified Puerto Ricans as the third major wave of migra- 
tion to New York City; southern blacks, coming in the 
1920s and 1930s, were the first, and refugees from 
Europe, who came in the 1930s and 1940s, were the 
second. While Puerto Ricans had been coming to New 
York since the 1 920s, the great surge in Puerto Rican 
migration began in the 1940s and continued through 
the 1950s. Malzberg identified poverty and language 
barriers as the major problems facing Puerto Ricans in 
New York. Heinoted that the average rate of first ad- 
missions to psychiatric hospitals for Puerto Ricans in 
New York was higher than the rate in Puerto Rico 
(although he also noted that hospital services in Puerto 
Rico were quite limited). He also observed that those 
admitted were poorer and more dependent on public 
facilities than patients from other ethnic groups. He 
pointed out that equal numbers of mén and women 
were being admitted, whereas in the total population 
women had a higher rate of psychiatric treatment. 
When the rates were standardized to the age and sex 
distribution of the population, Puerto Rican men had a 
significantly higher rate of admission than Puerto Ri- 
can women. Over half of the Puerto Ricans were ad- 
mitted for dementia praecox, whereas only about 30% 
of non- -Puerto Ricans had this diagnosis. While 
Malzberg emphasized the role of social stressors—such 
as limited employment opportunities, language barri- 
ers, and residential concentration in areas with poor 
housing—in producing mental illness, he also raised 


‘the possibility that the mentally ill were overrepre- 


sented in migratory populations and were not ran- 
domly selected ‘from the home population. He con- 
cluded that Puerto Ricans had a significantly greater 
probability of developing a mental disorder than other 
New Yorkers and set the stage for the debate over 
social stress and social selection explanations of high 
rates of mental! illness among migratory populations 
(27). These issues continue to be important in commu- 
nity studies of mental disorder in New York City and 
elsewhere. 


Midtown Manhattan and Washington Heights 
Studies ` ) 

The finding of high levels of pathology among the 
small number of Puerto Ricans (N=27) included in the 
total sample (N=1,600) of the Midtown Manhattan 
Study (18) has frequently been cited in the literature on 
Puerto Rican mental health. Not one of the Puerto 
Ricans was rated as well. In addition, 52% (12 of 23) 
of the Puerto Ricans reported that they experienced 
impairment in role function as a result of their symp- 
toms, compared to 27% in the rest of the sample. 
These findings in a community study reinforced what 
Malzberg had found i in his study of hospital admis- 
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sions. However, the findings were so different for Puer- 
to Ricans that they simultaneously raised questions 
about the sources of psychopathology and the validity 
of the findings themselves. 

Dohrenwend and Dohrenwend’s studies in the 
Washington Heights section of New York City led to a 
rethinking of these earlier findings, and their work 
continues to be one of the best statements of the issues 
in studying the mental health of minority populations 
who have recently migrated (19, 20). In his classic pa- 
per, “Social Status and Psychological Disorder,” Bruce 
Dohrenwend (19) took on the social stress versus so- 
cial selection hypotheses directly. He carried out a 
study in Washington Heights of 1,000 adults aged 21-— 
59 years, with more balanced samples of Jewish, black, 
Irish, and Puerto Rican respondents than in the Mid- 
town Manhattan Study. He used the same 22-item 
scale as in the Midtown Manhattan Study and used 
four or more symptoms as a cutoff point for determin- 
ing impairment. Using both education and income (to- 
gether and separately) as controls for cross-ethnic 
comparisons, he found that Puerto Ricans had a sig- 
nificantly higher rate of impairing symptoms than any 
of the other groups, including blacks. This raised ques- 
tions about the social stress hypothesis, since blacks 
experienced similar levels of social deprivation. 

Dohrenwend and Dohrenwend (20) went on to 
carry out a series of methodological investigations to 
better understand these findings. They looked at the 
following issues. 

1. Social desirability of the symptom items. The re- 
searchers found a direct relationship between the level 
of symptoms reported and the perceived social desir- 
ability (or degree of undesirability) of the reported 
symptoms. They hypothesized that a high rate of 
symptoms among Puerto Ricans was “‘due to cultural 
differences in willingness to admit such symptoms 
when they are present, or to cultural differences in 
mode of expressing distress” (19, p. 25). 

2. Bias in symptom items. The scale items were 
weighted toward anxiety and depression and did not 
tap sociopathic traits, alcoholism, or early symptoms 
of paranoid schizophrenia. When the researchers com- 
pared subsamples of ethnic groups on these latter 
traits, they found that blacks and Puerto Ricans scored 
higher in these areas regardless of socioeconomic lev- 
els, supporting the social stress hypothesis. 

3. Relation of psychological symptoms to psycho- 
logical disorder. The subjects with more symptoms 
had more intervening life events, raising the possibility 
that the symptoms were a result of stressful life events 
rather than of psychological disorder. Dohrenwend 
concluded that “while the results of field studies make 
it clear that there are group differences in modes of 
expressing distress, including some that are apparently 
stylistic, the studies are far from clear about the rela- 
tions of these modes to underlying psychiatric condi- 
tions of individuals” (19, pp. 33-34). 
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Subsequent Studies of Puerto Rican Mental Health 


Several authors building on these early efforts have 
emphasized the significant effects of response style on 
reports of symptoms. However, they have been unable 
to ascertain whether mainland Puerto Ricans actually 
have a higher rate of disorders than other ethnic 
groups, whether they report more symptoms, or both. 
Haberman (21) reanalyzed the data in the Washington 
Heights Study, comparing the data with those from the 
Public Image of Mental Health Services in New York 
City study. He found that there were important social 
and ethnic differences in the reporting of symptoms. 
Women, respondents with less education, and those 
with lower incomes were more likely to report four or 
more symptoms than men and respondents with higher 
socioeconomic status. Puerto Ricans had the highest 
percentage of reports of four or more symptoms in 
both the Washington Heights Study and the Public 
Image of Mental Health Services in New York City 
study. While close to 40% of Puerto Ricans reported 
four or more symptoms in both studies, less than 25% 
of the other ethnic groups surveyed reported four or 
more symptoms. In these studies, 90% of the Puerto 
Ricans had been born in Puerto Rico, whereas the 
other groups had much higher proportions of individ- 
uals born in New York City. Haberman concluded 
that Puerto Ricans were more likely to give affirmative 
answers because many of the questions were not seen 
as socially undesirable and because they were less 
likely to see deviant behaviors as signs of illness than 
the other ethnic groups. Haberman also argued for 
developing different cutoff scores for defining “‘case- 
ness” when using symptom scales with multiethnic 
samples. 

Haberman (22) did a follow-up study to see how 
reports of symptoms differed between Puerto Ricans in 
New York City and on the island of Puerto Rico. He 
focused on disentangling the relationship between re- 
porting style and level of distress. “Thus, it seems that 
there are substantial differences between Puerto Ricans 
and other ethnic groups in modes of expressing dis- 
tress, suggesting that rates of reported symptoms 
would be higher than their rates of disorder indicate” 
(22, p. 134). Haberman compared the responses to the 
22-item scale used in the Washington Heights Study 
(1960-1961), the Public Image of Mental Health Serv- 
ices in New York City study (1963), and the Public 
Image of Mental Health Services in Puerto Rico study 
(1963-1964). Puerto Ricans in Puerto Rico indicated 
more symptoms than Puerto Ricans in New York. On 
the island, rural Puerto Ricans reported slightly more 
symptoms than urban Puerto Ricans. The number of 
reported symptoms declined with the length of time in 
New York City, suggesting an effect of acculturation 
on the reporting of symptoms and an effect of adjust- 
ments to New York and the building of new social 
networks. Haberman concluded that this pattern 
“makes culturally patterned differences in modes of 
expressing distress the most parsimonious explanation 
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for the high rates of specific symptomatology men- 
tioned” (22, p. 144). 

Krause and Carr (23) carried out a multiethnic study 
in a Midwestern city in the mid-1970s. Their findings 
highlighted socioeconomic differences within ethnic 
groups as a key variable and addressed the role of the 
stresses of migration. Krause and Carr interviewed 219 
persons from a variety of ethnic groups. They used 
only four of the 22 items from the scale used in previ- 
ous studies, as they found that these four items corre- 
lated well with the whole scale and discriminated sub- 
jects with diagnosable psychiatric disorders from 
normal subjects, as d:d the full scale. The items used 
were “heart beating hard,” “hands tremble,” “acid or 
sour stomach,” and “personal worries make me phys- 
ically ill.” Again, these researchers found the strongest 
relationship between acquiescent style of response to 
health items, assessed with an approach similar to that 
developed by Dohrenwend (19), and degree of symp- 
toms. An acquiescent response style was much stron- 
ger among Puerto Ricans, who had the lowest level of 
education and most disadvantaged status of the ethnic 
groups studied. Within the Puerto Rican subsample 
(N=47), a higher number. of reported symptoms was 
related to more recent migration, higher anomie score, 
lcwer education, older age, and female sex. 


Discussion 


The studies just reviewed consistently showed that 
Puerto Ricans reported more symptoms in response to 
the 22-item scale from the Midtown Manhattan Study 
than other ethnic groups. The researchers all con- 
cluded that response style was the best explanation for 
these differences and that culture was the major factor 
affecting response style. Yet despite intense investiga- 
tion, none of the studies explored the nature of the 
culturally patterned differences that would account for 
this uniquely Puerto Rican response style. Aside from 
the stress and selection theories of distress among Puer- 
to Ricans, this literature has provided relatively little 
speculation on what cimensions of Puerto Rican cul- 
ture produced the behavior labeled as “expressive” or 
“acquiescent” and led Puerto Ricans to view symp- 
tams as less socially undesirable. Research from med- 
ical anthropology suggests an alternative perspective 
to the social stress and “Puerto Rican personality 
style” explanations for these differences in illness be- 
havior. Medical anthropologists argue that culture 
provides ethnotheories of illness—systems of defining, 
categorizing, and evaluating symptoms and popular 
forms of illness; typical modes of communicating dis- 
tress; and distinctive syndromes of symptoms locally 
recognized and labeled. 

Medical anthropology research among Puerto Ri- 
cans points to some dimensions of popular medical 
culture that help to explain these findings. One hy- 
pothesis is that the symptoms covered by the 22-item 
scale fit closely the characteristics of nervios and that 
what made Puerto Ricans respond so readily to the 
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scale is that the instrument was tapping a culturally 
salient syndrome for them. Nervios is a culturally 
meaningful idiom of distress among Puerto Ricans 
(and other Latinos) that would be expected among a 
group of recently arrived immigrants to New York 
City, especially: since these families were socially iso- 
lated, economically disadvantaged, and discriminated 
against (6, 9, 10). Women are more likely to suffer 
from nervios, as are people from rural areas and those 
with lower socioeconomic status. Thus, the reason that 
Puerto Ricans found the symptoms on the 22-item scale 
socially acceptable and culturally meaningful was that 


_ they fit the category of nervios, which expressed the wor- 


ries, troubles, and problems of Puerto Ricans recently 
arrived in a major urban center on the mainland. 

We contend that this example highlights a broader 
problem in the study of Puerto Rican mental health 
and, more generally, i in research in cross-cultural psy- 
chiatry. Culture structures how people respond to 
symptom questions and how they organize symptoms 
into syndromes, Later in this review we will highlight 
a similar problem in the relationship between panic 
disorder and the cultural syndrome of ataques de ner- 
vios as another |example of the confounding of psychi- 
atric diagnosis and local conceptions of disorder. 


RECENT STUDIES OF PUERTO RICAN MENTAL 
HEALTH 7 


In the context of this historical overview, we will 
review two major studies of the mental health of Puer- 
to Ricans that used newer psychiatric interviews: the 
Center for Epidemiologic Studies Depression (CES-D) 
Scale and the NIMH Diagnostic Interview Schedule 
(DIS). Both of these interviews have better reliability 
than earlier symptom questionnaires. They also suffer 
less from confounding physical and psychological 
symptoms. However, the validity of these interviews 
for cross-cultural research is still a central concern, as 
highlighted by peceni studies of Puerto Rican mental 
health. 

The CES-D Scale was developed by researchers at 
NIMH (28) to be used in community studies to iden- 
tify people with significant depressed affect. It is a 
symptom checklist that asks about symptoms during 
the previous 2 weeks. In contrast to earlier symptom 
checklists, such,as the 22-item scale used in the Mid- 
town Manhattan Study and other studies, it is more 
weighted toward the affective symptoms of depression. 

The DIS is a! structured psychiatric interview (29) 
developed for use in the Epidemiologic Catchment 
Area (ECA) program funded by NIMH to assess the 
mental health of the U.S. population (30). Unlike ear- 
lier psychiatric interviews, it provides DSM-III diag- 
noses based on the reports of symptoms and behaviors. 

Both the CES-D Scale and the depression section of 
the DIS were used in the Hispanic Health and Nutri- 
tion Examination Survey, a major national study de- 
veloped to assess health conditions and health needs of 
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the Hispanic population in the United States. It was 
carried out in 1984. The sample included Puerto Ri- 
cans in the New York metropolitan area, Cuban- 
Americans in Miami, and Mexican-Americans in the 
Southwest. The Puerto Rico Island Study, also carried 
out in 1984, surveyed the mental health of Puerto Ri- 
cans in Puerto Rico with a translation of the DIS; the 
subjects were a random sample of the entire Puerto 
Rico population. In the following sections we review 
studies that have explored the role of culture in shap- 
ing responses to these standard psychiatric interviews. 


Hispanic Health and Nutrition Examination Survey 


The Hispanic Health and Nutrition Examination 
Survey indicated much higher rates of both symptoms 
of depression and depression “‘cases,” according to the 
CES-D Scale, and a higher prevalence of major depres- 
sive episode, according to the DIS, among Puerto Ri- 
cans in New York than among Cuban-Americans or 
Mexican-Americans (24). Twice as many Puerto Ri- 
cans as Mexican-Americans met the CES-D Scale cri- 
teria for “‘caseness” and had experienced a major de- 
pressive episode. Compared to Cuban-Americans, 
almost three times as many Puerto Ricans met the 
CES-D caseness criteria, and more than twice as many 
met the criteria for major depression. 

The higher CES-D Scale scores need to be inter- 
preted with some caution. Recent analyses by Angel 
and Guarnaccia of the Hispanic Health and Nutrition 
Examination Survey data indicate consistent differ- 
ences in the way Hispanics conceptualized depression, 
as reflected in the factor structures of the CES-D Scale 
(25) and a conflation of physical health status with 
psychological state (26). In an analysis of the factor 
structure of the CES-D Scale, the overall structures of 
the factors were quite similar for Mexican-Americans, 
Cuban-Americans, and Puerto Ricans (25). Each 
group’s scores yielded a three-factor solution in which 
a combined affective and somatic factor accounted for 
the greatest explained variance. This factor structure 
was different from that found by Radloff (28) for An- 
glo-Americans and by Roberts (31) for a multiethnic 
sample including Mexican-Americans. In both studies, 
the researchers identified separate factors for depressed 
affect and somatic/retarded activity. The combined af- 
fective and somatic factor identified by Guarnaccia et 
al. (25) fits more closely with other research which has 
found that Hispanics’ expressions of distress focus on 
somatic idioms. 

The results of this analysis of the factor structure of 
the CES-D Scale for Hispanics raise questions about 
validity in the cross-cultural measurement of symp- 
toms of depression. If the pattern and meaning of 
symptoms differ significantly between non-Hispanics 
and Hispanics, their symptom reports must be inter- 
preted differently. Caution is needed in using caseness 
criteria, as the report of a large number of symptoms 
may not be a good indication of clinical depression for 
Hispanics. Equally defensible is the argument that His- 
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panics report symptoms of demoralization because of 
their disadvantaged social status or that reports of 
large numbers of symptoms on scales such as the 
CES-D Scale reflect the culturally meaningful syn- 
drome of nervios. The higher rates of symptom reports 
among Puerto Ricans in New York can be best ac- 
counted for by the fact that they are more socially 
disadvantaged than the other Hispanic groups. 

In a related study, Angel and Guarnaccia (26) com- 
pared reports of depressed affect and of physical health 
problems in the Hispanic Health and Nutrition Exam- 
ination Survey. For all Hispanic groups, the subjects 
who reported the worst health kad the highest average 
CES-D Scale score. The largest difference revealed by 
this study was the consistently higher CES-D scores for 
Puerto Ricans at all levels of self-reported health. Puer- 
to Ricans who rated their health as poor had an aver- 
age CES-D score well above 16, which is often used as 
a cutoff for depression. Low levels of both education 
and income were associated with poorer self-assess- 
ments of health status. This study made clear that 
health, cultural factors, and social class affect an indi- 
vidual’s self-assessment of his or her health simulta- 
neously. These findings raise further questions about 
the source of high rates of depressive symptoms among 
Puerto Ricans and the role of somatization in Puerto 
Ricans’ response to symptom checklists. The compar- 
ison among Hispanic groups further supports the so- 
cial stress hypothesis, as Puerto Ricans exhibit higher 
rates of unemployment, low income, and marital dis- 
ruption than either Mexican-Americans or Cuban- 
Americans. 


Puerto Rico Island Study 


The striking finding of the Puerto Rico Island Study 
is that there was no major difference between the rates 
of mental disorder in Puerto Rico and the five sites of 
the ECA study on the mainland United States (32). 
Using a standardized diagnostic interview, investiga- 
tors found that the prevalence of mental disorder was 
no higher among Puerto Ricans in Puerto Rico than 
among people from a variety of ethnic and social class 
backgrounds on the mainland United States. These 
findings contradict those from earlier studies, particu- 
larly that by Haberman (22), which suggests more re- 
ports of distress in Puerto Rico. Canino et al. (32) 
offered the following explanation for the high rates of 
reported distress among Puerto Ricans in the earlier 
study: “Previous reports of higher rates of disorder in 
Puerto Rican populations are not confirmed by our 
results and are probably related to the methodology 
through which disorder was measured. Instruments 
used in those studies were not linked to specific diag- 
nostic categories or criteria. Pernaps Puerto Ricans re- 
port more symptoms than other ethnic groups and 
therefore score high on dimensional measures of psy- 
chopathology.”” However, differences between Puer- 
to Ricans and other Hispanics in the Hispanic Health 
and Nutrition Examination Survey indicate a higher 
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prevalence of disorder among Puerto Ricans living in 
the New York metropolitan area, according to the DIS 
depression schedule. The lifetime rate of major depres- 
sive episode for mainland Puerto Ricans in the His- 
panic Health and Nutrition Examination Survey was 
8.9% (24), as compared to 4.6% in the Puerto Rico 
Island Study (32), 4.6% for Mexican-Americans in the 
Los Angeles segment of the ECA program (33), and 
4.2% for Mexican-Americans in the Hispanic Health 
and Nutrition Examination Survey (24). These find- 
ings raise important questions about past studies that 
compared Hispanics in their home countries and the 
United States but did not include careful analysis of 
migration patterns, and they pose significant chal- 
lenges to future studies of Hispanic mental health. 
While it continues to appear that the rates of both 
distress and disorder are higher for Puerto Ricans in 
New York, the explanation and validation of these 
differences remain elusive. 


Ataques de Nervios in the Puerto Rico Island Study 


Guarnaccia et al. (34) examined the effect of ataques 
de nervios on responses to a Spanish version (35) of the 
DIS in Puerto Rico. One of the few striking differences 
between the Puerto Rico study (32) and the ECA pro- 
gram on the mainland United States was a higher rate 
of somatization disorder and a higher mean number of 
total symptoms reported in the somatization section of 
the DIS. In analyzing the factor structure of the major 
diagnostic categories of the DIS, Rubio-Stipec et al. 
(36) discovered that when similar analyses were done 
with the Los Angeles and St. Louis data from the ECA 
program, there was a somatization factor which was 
unique to the Puerto Rico study. Upon reviewing the 
factor for somatization, Guarnaccia et al. (34) identi- 
fied a cluster of symptoms that corresponded to an 
ataque de nervios. 

Guarnaccia et al. (34) created a scale to measure the 
Puerto Rican cultural idiom of distress ataques de 
nervios, using 12 of the relevant symptom items from 
the somatization section of the DIS. Of the 1,513 peo- 
ple in the sample, 348 (23%) fit the ataque de nervios 
category according to the symptom scale created. 
Women were significantly overrepresented in the 
ataque de nervios group, as were people over the age of 
45. People in this group also were of significantly 
lower socioeconomic status according to several indi- 
cators. More of them had experienced a divorce or 
separation or were widowed. These social characteris- 
tics of sufferers of ataques de nervios fit closely the 
descriptions of ataque sufferers found in both anthro- 
pological and clinical studies. They also closely match 
the social characteristics of subjects reporting more 
symptoms in the earlier studies reviewed. 

While ataques de nervios are traditionally thought 
of as normal expressions of distress among Puerto Ri- 
cans and are not associated with psychopathology, a 
significant proportion of the people in the ataque de 
nervios group met the DIS/DSM-III criteria for a num- 
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ber of psychiatric diagnoses. Particularly high rates of 
major depressive episode, dysthymia, agoraphobia, 
and phobic disorder were found in this group. Subjects 
who reported symptoms of ataques de nervios were 
also more likely to seek help both in the professional 
and folk medical sectors in Puerto Rico. Guarnaccia et 
al. also developed case narratives of ataques de nervios 
using descriptions of panic episodes collected by the 
interviewers with the panic section of the DIS. Several 
of these case descriptions indicated that people who 
responded positively to the panic screening question 
identified their experience as an ataque de nervios and 
described experiences commonly associated with such 
attacks: death of a loved one, conflict with a partner, 
and loss of family support, often related to migration. 


CONCLUSIONS 


Cross-cultural psychiatric studies would be consid- 
erably strengthened if they addressed culturally impor- 
tant categories of mental distress with instruments 
constructed to measure local categories at the same 
time that they determine DSM-III psychiatric diag- 
noses (37—43). Development of instruments that in- 
clude culturally meaningful illness categories requires 
the same kind of detailed knowledge of these disorders 
that psychiatrists have of DSM-III diagnoses. Most 
psychiatric epidemiologists do not currently possess 
this knowledge. Teams studying cross-cultural psychi- 
atry need to include researchers who are attuned to, 
and know how to ethnographically interpret, the local 
knowledge of the people being studied. 

This overview of studies raises significant questions 
about the cross-cultural validity of several diagnostic 
categories, especially as they are operationalized in the 
DIS. The panic disorder section of the interview is one 
of those found to be problematic. Many of the DIS 
panic symptoms reflect ataques de nervios, and several 
of the descriptions of these episodes identified them as 
this cultural expression of distress (34). In this sense, 
ataques de nervios could be considered a cultural id- 
iom that comprises a cluster of symptoms similar to a 
panic attack. This does not imply a one-to-one corre- 
spondence in Puerto Rico between panic attacks and 
ataques de nervios. The panic questions provided a 
limited entree for Puerto Ricans to talk about their 
ataques de nervios. However, the research data would 
be greatly improved and amplified by adding a section 
on ataques de nervios and rewording the panic ques- 
tion to remove ambiguity from it. 

This review also raises serious questions concerning 
the cross-cultural validity of the diagnosis of somatiza- 
tion disorder. Many studies have shown that Latinos 
report more somatic symptoms than other cultural 
groups (26, 44-48). A higher prevalence of somatiza- 
tion disorder was found in Puerto Rico (32). However, 
when one looks at the patterns of responses to the 
somatization section of the DIS with an understanding 
of the local culture, it becomes clear that reporting 


Am J] Psychiatry 147:11, November 1990 


somatic symptoms is an illness behavior shaped by lo- 
cal categories of distress, by the health care systems 
people are socialized in, and by the stigma of mental 
illness. 

The striking result of this review is that serious ques- 
tions about the mental health status of Puerto Ricans 
still remain after 30 years of research in this area. The 
most recent studies strongly indicate that Puerto RI- 
cans in New York report more psychological distress 
than Puerto Ricans on the island, than other Hispan- 
ics, and than the United States population generally. 
Puerto Ricans in Puerto Rico have a diagnostic profile 
very similar to that of other U.S. residents, as shown by 
the results of the Puerto Rico Island Study and the 
ECA program. Puerto Ricans in New York experience 
greater socioeconomic pressures than other Hispanics 
and are one of the most disadvantaged ethnic groups in 
the United States (49). This correlation supports the 
social stress explanation for mental distress. Major id- 
ioms for expressing this distress continue to be the 
cultural syndromes of nervios and ataques de nervios. 
Future work to understand the mental health of the 
Puerto Rican community on the mainland and on the 
island of Puerto Rico will need to incorporate methods 
and concepts that will permit examination of cultural 
categories of distress and social status variables in a 
more sophisticated way. In this sense, this review of 
Puerto Rican mental health points to future directions 
for cross-cultural psychiatric research that includes so- 
cial and cultural variables as key aspects of epidemio- 
logical research. 

This paper deals with the fundamental question of 
“normative uncertainty’—of whether differences in 
rates of disorder are due to levels of psychiatric illness 
or ways of responding to questions (50). We do not 
conclude that it is possible to produce a gold standard 
or a methodological improvement which will eliminate 
the problem. We suggest, rather, that culturally mean- 
ingful illness categories and idioms of distress produce 
typical syndromes of symptoms and experiences. This 
cultural influence will clearly affect responses to ques- 
tions on psychiatric research interviews and the case- 
ness criteria or norms on symptom checklists. Perhaps 
less obviously, it also affects responses to criterial ques- 
tions for diagnostic instruments such as the DIS. Our 
response to this influence is not to throw up our hands 
in despair or to suggest the irrelevance of such catego- 
ries as major depressive episode or panic disorder. In- 
stead, this review suggests directions for epidemiolog- 
ical research that treat culture not as a confounding 
variable to be controlled and eliminated, but as an 
essential matrix of human experience to be explored 
through carefully designed research. 

Cross-cultural research in psychiatry has repeatedly 
been faulted for its ethnocentricity (39, 51). Now it is 
clear that to be culturally valid, comparative epidemi- 
ological and clinical studies need to do more than to 
follow a rigorous model of translation, back-transla- 
tion, semantic adjustment, and validation of instru- 
ments. Cross-cultural validity can occur only when in- 
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digenous categories of experience are incorporated 
into assessment schedules. Otherwise, research will re- 
main a kind of colonial imposition of Western catego- 
ries on experiences, some of which are shared but 
many of which differ in important ways. 
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Auditory Hallucinations and Smaller Superior Temporal 
Gyral Volume in Schizophrenia 


Patrick E. Barta, M.D., Ph.D., Godfrey D. Pearlson, M.B., B.S., 
Richard E. Powers, M.D., Stephanie S. Richards, B.S., and Larry E. Tune, M.D. 


Recent neuropathologic investigations in schizo- 
phrenia report smaller volume of medial temporal lobe 
structures. These findings are confirmed by prelimi- 
nary magnetic resonance imaging (MRI) studies. Di- 
rect stimulation of lateral temporal lobe structures in 
the region of the superior temporal gyrus provokes 
hallucinations. The authors? MRI study of young 
schizophrenic patients demonstrates smaller volume of 
the superior temporal gyrus (an auditory association 
area) and of the left amygdala. Smaller size of the left 
superior temporal gyrus and left amygdala is not ac- 
counted for by smaller size of the overall brain or tem- 
poral lobe. Shrinkage of the left superior temporal gy- 
rus is strongly and selectively correlated with severity 
of auditory hallucinations. 

(Am J Psychiatry 1990; 147:1457—1462) 
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A uditory hallucinations are a cardinal symptom of 
schizophrenia, but their cause is unknown. Ana- 
tomic localization of normal auditory function sug- 
gests possible pathology in the temporal lobe, an area 
already implicated as abnormal in this illness (1, 2). 
Post-mortem studies, for example, report smaller size 
of structures in the medial temporal lobe of schizo- 
phrenic patients (3—5). Interpretation of any neuro- 
pathologic study is complicated by possable artifacts 
due to agonal events and post-mortem preparation. As 
Johnstone (6) has pointed out, schizophrenia is a non- 
fatal disease with generally early life onset. Brains studied 
after death are therefore most likely to be obtained from 
older patients who have been ill for many years, so that 
aging and incidental findings may obscure essential pa- 
thology. Magnetic resonance imaging (MRI) of young 
schizophrenic patients during life can overcome some of 
these difficulties. Such studies demonstrate various 
changes within the temporal lobe (7—10). It is unclear 
whether these result from the overall reductions in brain 
volume reported in schizophrenia (3, 11). Studies by Pen- 
field and Perot (12) have shown that electrical stimula- 
tion of the superior temporal gyrus (a lateral temporal 
region) elicits complex hallucinations. 

Using MRI, we examined the volumes of both medial 
and lateral temporal target regions, as well as control 
structures, in the brains of schizophrenic patients and 
individually matched control subjects. Measures of over- 
all brain and temporal lobe size were also obtained. We 
hypothesized that volumes of temporal lobe structures 
(but not of control structures or overall estimates) would 
be smaller in the schizophrenic patients. 


METHOD 


Subjects 


The index group consisted of 15 men (10 black and 
five white) who met criteria for schizophrenia accord- 
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ing to the Structured Clinical Interview for DSM-III-R 


(SCID) (13). Their mean+SD age was 30.6+4.6 years 


(range, 20—36 years). All had been previously hospi- 


talized at least once for their illness but were currently 
living in the community and receiving outpatient treat- 
ment, including neuroleptic medications, in the Schizo- 
phrenia Research Clinic of Johns Hopkins Hospital. 
Mean years of education were 12.3+1.5, and mean 
height was 174.1+6.4 cm. 


Fifteen control subjects were selected from employ- | 


ees of Johns Hopkins Hospital and members of the 
surrounding community. Control subjects were indi- 
vidually matched to schizophrenic patients on age 
(within 2 years), race, gender, years of education 
(within 2 years), and parental socioeconomic status 
according to the Hollingshead scale (14). Mean age, 
height, and years of ee for control subjects 
were 30.7+5.4 years, 178.2+7.6 cm, and 12.8+1.2 
years, respectively. Comparison with the schizophrenic 
patients showed no differences on these measures or on 
socioeconomic status. Two schizophrenic patients and 
ane control subject were not right-handed. 

After the study had been fully explained and in- 
formed consent obtained, inclusion and exclusion cri- 
teria for both patients and control subjects were as- 
sessed by examination, which included the SCID 
administered by a psychiatrist, and, for patients, med- 
ical record review. Exclusion criteria were identical to 
tnose of a. recent study from our group (15), i.e., any 
history of CNS illness, head injury that had caused 
unconsciousness for more than 1 hour, headaches of 
sufficient severity to have led to medical consultation, 
heavy alcohol or street drug use in the last 12 months, 
cral steroid use in the preceding 3 months, and loss of 
25% or more of original body weight in the past 12 
months. No schizophrenic subject had received ECT. 
No control subject had a history of psychiatric illness 
cr hospitalization. 


Procedure 


All subjects were examined with the same 1.5 Tesla 
General Electric Signa MRI scanner. An initial high- 
cuality 3-mm sagittal series was used for slice orienta- 
tion, by identifying the anterior commissure-posterior 
commissure line. We then acquired spin-lattice relax- 
ation time (T,)-weighted coronal slices, at 90° to the 
anterior commissure-posterior commissure line, begin- 
ning at the genu of the corpus callosum and extending 
posteriorly through the temporal lobe to the splenium 
(repetition time [TR], 800 msec; echo time [TE], 20 
msec; 3-mm thick, interleaved slices; field of view, 
20-24 cm). Finally, 5-mm thick proton- and spin-spin 
relaxation time (T,)-weighted axial cuts were obtained 
through the entire brain, parallel to the anterior com- 
missure-posterior commissure line, using imaging mea- 
sures of TR 2500 msec, TE 30/80 msec, with 5-mm 
thick interleaved slices and a field of view of 20-24 cm. 
All images were acquired by using 256 x 256-pixel spa- 
tial resolution and were stored on 9-track magnetic 
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tape. MRI i images were tated « ona VAX Saon 3200 |. 
graphics work: station. Data fiom MRI ‘tapes were 


stored on either a cassette tape subsystem or an optical . 


WORM disk. Direct display from magnetic tape was 
chosen to avoid differences introduced by film process- 
ing.and to take maximum advantage of image data. 
Custom graphics were developed locally in ULTRIX 
(UNIX) and used X-windows software. Slices contain- 
ing structures of interest were identified on MRI films. 
Corresponding images were then displayed .on the 
graphics work station and interactively outlined: Areas 


.so defined weré summed across slices and multiplied 


by slice thickness to yield volumes. From the coronal 
slices, we assessed volumes of right and left temporal 
lobes, superior temporal gyrus, amygdala, and the 
third ventricle. Four nontemporal control regions were 
used: from the T,-weighted axial cuts, areas of 1) mid- 
brain and 2) pons were assessed, as well as 3) the entire - 
brain volume from the vertex to the foramen magnum, 
and from the sagittal series, 4) midsagittal brain area. 
One subject’s right superior temporal gyrus was not 
rated because of poor image quality. Inter- and in- - 
trarater (R.E.P. versus S.S.R.) reliabilities, determined: 
by using intraclass correlations, were high (r>0.86 for 
all regions). Validity of volumetric measures was esti- 
mated with a realistic anatomic phantom, scanned on 
the same MRI] scanner, and with parameters identical 


` to those of our subjects. Correlation of actual and es- 


timated: volumes was excellent (r>0.92). 

MRI ratings were made by a neuropathologist 
(R.E.P.) who was familiar with temporal lobe anato- 
my and blind to diagnosis, according to the following 
criteria. | 

Superior temporal gyral volume. Cortex and white 
matter were measured in three consecutive coronal lev- 
els (two with measured amygdala, plus the next ante- 
rior level). The cortex and white matter are bounded 
laterally by the superior temporal sulcus, medially by 
the lateral sulcus, and inferiorly by a line connecting 
the depth of the superior temporal sulcus and the cir- 
cular sulcus of the insula. 

Amygdala volume. Gray matter region was mea- 
sured in two coronal levels of rostromesial temporal 
lobe, with the inferior horn of lateral ventricle or white 
matter as the inferior boundary, white matter as the 
lateral and superior boundary, and the cortical surface 
as the medial: boundary. Medial amygdala includes 
portions of uncal cortex. Two consecutive levels where 
amygdala appeared the largest were measured. 

Third ventricle volume. The midline ventricle was 
defined in two consecutive coronal levels between the 
anterior commissure ahd the mammnillary bodies, 
bounded laterally and inferiorly by the hypothalamus . 
and superiorly by the fornix. 

Midbrain area. All portions of brain stem were mea- 
sured from one axial cut taken at about the level of the 
red nucleus, where the cerebral aqueduct and interpe- 
duncular fossa are readily identified.. 

Pons area. All portions-of brain stem were measured 
in a single axial slice from above the brachium pontis, . 
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TABLE 1. Regional Volumes of Temporal Lobe Structures in Schizophrenic (N=15) and Control (N=15) Subjects 


Schizophrenic 


Normal Control 


Difference Between 


Subjects Subjects l 
—— Schizophrenic and 
Regional Measure Mean SD Mean SD t df p Control Subjects (%) 
Target regions 
Superior temporal 
gyrus (mm?) 
Left 2,049 318 2,289 304 2.89 14 0.01° —11.1 
Right 2,032 331 2,314 422 2.56 13 <0.05 —13.0 
Amygdala (mm?) 
Left 1,410 133 1,536 154 E EFi 14 <0.01* —8.6 
Right 1,342 226 1,454 170 1.54 14 n.s. —8.0 
Third ventricle (mm?) 313 109 219 54 2.62 14 <0.05 +35.0 
Control regions 
Pons area (mm?) 3,239 424 2,980 647 1.03 14 n.s. +8.3 
Midbrain area (mm?) 3.712 703 3,326 698 1.20 14 n.s. +11.0 
Midsagittal brain 
area (mm?) 132,167 697 131.227 1367 0.26 14 n.s +0.7 
Overall brain volume (cc 1,245 145 1,270 tiS 0.64 14 n.s —2.0 
Whole temporal lobe (mm?) 
Left 30,182 4,860 32,514 3,670 1.95 14 n.s. —7.2 
Right 30,838 4,674 34,098 4,064 2.36 14 <0.05 —10.0 


“Significant at p<0.05 with the Bonferroni correction. 


where the basis pontis and fourth ventricle are clearly 
defined. 

Temporal lobe volume. Combined gray and white 
matter volumes were measured in nine (3-mm thick) 
coronal levels of temporal lobe in all cases. Volume 
was summed from the two levels rostral to the first 
slice with amygdala, the two levels with amygdala, and 
the subsequent five posterior levels of temporal lobe. 
Gyral outlines defined lateral and inferior boundaries; 
superior was the sylvian fissure. Anterior to the limen 
insulae, superior and medial boundaries were gyral 
outlines. Posterior to the limen insulae, medial bound- 
aries were lines drawn from the depths of the circular 
sulcus to either the lateral tip of the hippocampal or 
endorhinal fissure and then along the contour of the 
mesial temporal surface. Volume of the inferior horn 
of the lateral ventricle was excluded. 

Midsagittal area. A single midsagittal section was 
measured in the plane where the cerebral aqueduct was 
identified. The cortical gyral pattern was outlined in 
the frontal, parietal, and occipital lobes. The inferior 
margin was a line from the posterior inferior aspect of 
the gyrus rectus to the inferior portion of the splenium 
of the corpus callosum, continued across the parieto- 
occipital isthmus and along the lingula of the occipital 
lobe. 

Whole brain volume. All (S-mm) axial views were 
examined. All of the frontal, temporal, parietal, and 
occipital cortex was outlined, and the volume of cor- 
tex, white matter, and ventricles was summed. 

Before rating scans in the current series, we tabu- 
lated the previous anatomic definitions in an atlas, 
with corresponding annotated coronal MRI images 
(obtainable from the authors on request). 

Schizophrenic symptoms present during the pa- 
tient’s most recent exacerbation were assessed by chart 
review and rated retrospectively by two individuals, 
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who were blind to MRI measurements, on the Scale for 
the Assessment of Positive Symptoms 16) and the 
Scale for the Assessment of Negative Symptoms (17). 


RESULTS 


We first examined target regions. As shown in table 
1, schizophrenic patients had smaller superior tempo- 
ral gyri bilaterally, smaller left amygdalas, and larger 
third ventricles on MRI than the matchec control sub- 
jects. We next compared nontarget regians, including 
all control structures and overall volumes. None were 
significantly different, except for the right temporal 
lobe, before the Bonferroni correction, and none after. 
The observed total of five of 11 significant compari- 
sons in table 1 is many times greater than the 0.55 
predicted by chance expectation (exact binomial test: 
p=0.0002, two-tailed). 

Representative superior temporal gyri of one control 
subject and one matched schizophrenic patient are il- 
lustrated in figure 1. Twelve (80%) of the schizo- 
phrenic patients had smaller left superior temporal 
gyri, 11 (73%) had smaller right superior temporal 
gyri, 11 (73%) had smaller left amygdala, 10 (67%) 
had smaller right temporal lobes, and 11 (73%) had 
smaller third ventricles than matched cortrol subjects. 

The whole brain was 2% smaller in patients than in 
control subjects, the left temporal lobe was 7.7% 
smaller, and the right temporal lobe was 10% smaller. 
We wished to examine whether the observed smaller 
size of left amygdala and both superior temporal gyri 
could be accounted for by differences in overall brain 
or temporal lobe volume. In an analysis of covariance 
comparison using overall brain volume as a covariate, 
the slopes of the regression lines relating left amygdala 
volume to overall brain volume were significantly 
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FIGURE 1. Portions of T,-Weighted Coronal MRIs of Brains of a 
Control (A) and a Schizophrenic (B) Subject? 





“The superior temporal gyras (arrowheads) is measured at the level 
of the amygdala (Am). 


ditferent between schizophrenic and control groups 
(F=5.52, df=1, 26, p<0.05). Similar results were 
found for the left amygdala volume with the left tem- 
poral lobe volume as a covariate (F=5.05, df=1, 26, 
p<0.05), left superior temporal gyral volume with 
brain volume as covariate (F=8.16, df=1, 26, p< 
0.01), and left superior temporal gyral volume with 
left temporal lobe volume as covariate (F=5.97, 
df=1, 26, p<0.05), but not for right superior temporal 
gyral volume with brain volume as covariate (F=2.36, 
df=1, 26, n.s.) or for right superior temporal gyral 
volume with right temporal lobe volume as covariate 
(F=0.18, df=1, 26, n.s.) These results suggest that 
while right superior temporal gyral volume differences 
may result from differences in overall brain or same- 
sice temporal lobe volumes, the differences between 
schizophrenic and control subjects in left amygdala 
and left superior temporal gyral volumes do not. 

We next looked for the possibility that smaller vol- 
umes in the superior temporal gyrus or amygdala were 
lateralized, by using multivariate analysis of variance 
to search for significant interactions of side with diag- 
nosis. None were found. (For superior temporal gyrus, 
F=0.20, df=1, 27, n.s.; for amygdala, F=0.05, df= 
1, 28, n.s.) For superior temporal gyrus, we confirmed 
a significant effect of diagnosis. 

We then examined whether any regional change was 
correlated with schizophrenic symptoms. Percent dif- 
ference in volumes for regions reaching significance in 
table 1 were calculated for each matched schizophren- 
ic/control pair, using the formula [(schizophrenic vol- 
ume minus control volume)+0.5 x (schizophrenic+ 
control volume)]}<100. Using Pearson correlation 
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FIGURE 2. Correlation Between Severity of Hallucinations and Per- 
cent Difference in Left Superior Temporal Gyral Volume Between 
Schizophrenic (N=15) and Control (N=15) Subjects 


Difference Between Matched Schizophrenic 
and Control Subjects 
in Left Superior Temporal Gyral Volume 
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“Measured with the Scale for the Assessment of Positive Symptoms; 
r=0.70, df=14, p<0.005. 


coefficients, we compared these percentage differences 
with scores on the Scale for the Assessment of Positive 
Symptoms and the Scale for the Assessment of Nega- 
tive Symptoms (p values adjusted by Bonferroni cor- 
rection to <0.005 because of multiple comparisons). 
Only one significant relationship emerged, as shown in 
figure 2. There was a positive correlation between per- 
cent difference in left superior temporal gyral volume 
and global hallucination severity score on the Scale for 
the Assessment of Positive Symptoms (r=0.70, N=15, 
p<0.005), so that greater size reductions were associ- 
ated with greater severity of hallucinations. When 
these calculations were repeated for the remaining re- 
gions, similar but weaker correlations were noted. For 
the left and right superior temporal gyrus, left and 
right amygdala, and third ventricle percentage differ- 
ence scores, respectively, correlations with total score 
on the Scale for the Assessment of Positive Symptoms, 
total score on the Scale for the Assessment of Negative 
Symptoms, and the Scale for the Assessment of Positive 
Symptoms hallucinations, delusions, and thought dis- 
order subscales were 0.14, 0.44, 0.03, —0.07, and 
—0.05; 0.40, —0.12, 0.14, —0.34, and 0.14; 0.70, 
0.07, 0.41, 0,31, and 0,292 —0,51, —010, —0.20, 
0.48, and —0.18; and —0.05, 0.48, —0.05, —0.06, and 
—(Q.03. We analyzed the relationship in figure 2 more 
closely. The Scale for the Assessment of Positive Symp- 
toms uses separate hallucination items to arrive at a 
global hallucination severity score. We correlated left 
superior temporal gyrus percent difference scores with 
the separate ratings for auditory (r=0.71, N=15, 
p<0.005), somatic/tactile (r=0.04, N=15, n.s.), visual 
(r=0.44, N=15, n.s.), and olfactory (r=0.00, N=15, 
n.s.) hallucinations. The only significant correlation af- 
ter correction for multiple comparisons was with au- 
ditory hallucinations. 
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DISCUSSION 


Many researchers have reported nonspecific brain 
alterations in schizophrenia. More recently, attention 
has focused on the temporal lobe. It is not yet clear if 
the entire temporal region is affected or only specific 
portions of it. Also unknown is how such changes re- 
late to typical symptoms of schizophrenia. We report 
several structural changes in the temporal lobes of 
schizophrenic patients, one of which correlates with 
the presence of a principal symptom. Andreasen et al. 
(11) and Pearlson et al. (15) have both reported that 
schizophrenic patients have smaller brains than control 
subjects. Many apparent regional size reductions in pre- 
vious studies of schizophrenia that did not correct for 
total brain volume may thus reflect diffuse rather than 
localized brain atrophy. A recent study from our group 
(15) suggested that socioeconomic status is a significant 
correlate of brain size. In the current study, we matched 
subjects directly on socioeconomic status and indirectly 
on height and detected no patient versus control differ- 
ences in two measures of overall brain size (midsagittal 
brain area and whole brain volume). 

Certain caveats must be borne in mind regarding this 
report. For example, all of our patients were men, and all 
were medicated with neuroleptics. Evaluation of symp- 
toms was retrospective, using the Scale for the Assess- 
ment of Positive Symptoms (which was designed as an 
interview scale). The specificity of our anatomic findings 
is unknown, and work is currently underway in order to 
determine whether manic-depressive patients with audi- 
tory hallucinations and schizophrenic women show sim- 
ilar structural abnormalities. Strengths of the study in- 
clude careful individual matching of patients and control 
subjects and attempts to account for effects of diffuse 
brain atrophy. 

Our report is in agreement with other studies show- 
ing less specific structural abnormalities in schizophre- 
nia. The sylvian fissure overlies the superior temporal 
gyrus and expands as the gyrus shrinks; measurements 
from computed tomographic studies show enlarge- 
ment of this fissure (18). Like other investigators (19), 
we found a significant (but probably nonspecific) in- 
crease in third ventricular volume, as well as decreased 
size of a mesial temporal structure, the amygdala (4, 
5). One report (20) noted asymmetries of amygdala 
dopamine distribution in schizophrenia, with left-sided 
increases. We did not assess the hippocampus or para- 
hippocampal gyrus in this report, areas implicated in 
schizophrenia by others (3, 4, 8). Our results are con- 
sistent with the report of Suddath et al. (7), who 
showed bilateral reductions in overall temporal lobe 
gray matter, and also with that of Jakob and Beck- 
mann (21), who observed “‘deviations of the sulco- 
gyral pattern in the left temporal lobe” in 42 of 64 
schizophrenic subjects. 

The specific area of the superior temporal gyrus that 
we measured corresponds to auditory association cor- 
tex area 22 in the Brodmann nomenclature (22). Small 
segments of areas 41, 42, and 52 were also included. 
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Penfield and Perot (12) electrically stimulated multiple 
cortical and subcortical areas in both hemispheres of 
epileptic subjects and found that complex auditory 
hallucinations were elicited only in the vicinity of the 
superior temporal gyrus. That study also elicited other 
mental experiences reminiscent of schizophrenia: “‘al- 
teration in the apparent meaning of things seen or 
heard,” “false interpretations of the present,” and ‘‘il- 
lusional emotions.” Auditory hallucinations could be 
elicited from either hemisphere but were more fre- 
quently observed after left-sided stimulation, which is 
consistent with our current data. 

Our findings are also consistent with reports of phys- 
iological abnormalities in schizophrenia. The P300 au- 
ditory evoked response is believed to originate in the 
vicinity of the superior temporal gyrus (23), and abnor- 
malities in the left-sided P300 correlate with both score 
on the Scale for the Assessment of Positive Symptoms 
and sylvian fissure enlargement (24, 25). Magnetoen- 
cephalography shows that the M100 EF component of 
the left auditory evoked field of schizophrenic patients is 
abnormal (26); its generator is located in the supratem- 
poral plane. Our anatomical findings in this area may 
therefore suggest the substrate for evoked response ab- 
normalities in schizophrenia. The precise relationship be- 
tween these neurophysiologic changes, the anatomic 
findings, and clinical symptoms will be elucidated bv fur- 
ther studies. 
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If the construct validity of the negative symptom 
syndrome is to be established, the conceptual and op- 
erational overlap between negative symptoms and 
other syndromes such as depression and the effects of 
medication must be explained. The author assessed 26 
patients with schizophrenia and 21 patients without 
schizophrenia, most of whom had depression, at the 
end of an average 2-week drug washout period and 
after approximately 2 months of psychotropic medi- 
cation administration. Negative symptoms were re- 
markably consistent in patients with schizophrenia de- 
spite pharmacological intervention. In contrast, the 
patients without schizophrenia manifested significant 
decreases in negative symptoms. 

(Am J Psychiatry 1990; 147:1463-1466) 


N egative symptoms, generally conceptualized as 
representing the loss of normal function (1—3), 
have assumed a prominent role in the biological study 
of schizophrenia. Kraepelin (4) specifically offered the 
‘annihilation of the will” as the fundamental schizo- 
phrenic deficit, with its etiology firmly rooted in neu- 
rological dysfunction. Reviews of substantive findings 
suggest that negative symptoms, especially when con- 
trasted to positive symptoms, are associated with poor 
premorbid development, enlarged lateral ventricles, 
neuropsychological impairment, a prominent genetic 
component, and poor treatment response (5, 6). 
Although the content and predictive validity of neg- 
ative symptoms have been addressed with regularity 
and some consistency of results, the evidence for dis- 
criminant validity has been far more uncertain (5). 
One important problem is the conceptual and opera- 
tional overlap among negative symptoms, depressive 
symptoms, and global psychopathology (7). Another 
constraint, often dictated by practical considerations, 
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is the frequent use of a single rater to fill out multiple 
scales for an individual patient, thereby potentially in- 
creasing artificially the discriminant power of negative 
symptoms. Finally, antipsychotic medications may 
also directly dampen hedonic capacity, thereby causing 
or exacerbating negative symptoms, and may indi- 
rectly mimic negative symptoms in the form of extra- 
pyramidal side effects (especially akinesia). 

In this discriminant validity study I will attempt to 
address the three issues of operational overlap, medi- 
cation effect, and rater contamination by including the 
following design features: repeated measurements 
while subjects were receiving medication and while 
they were medication free, a comparison group of psy- 
chiatric patients without schizophrenia (most of whom 
were depressed), and different raters for the assessment 
of syndromes similar to negative symptoms. This study 
provides a strong test of the validity of the negative 
symptom construct in schizophrenia. 


METHOD 


The subjects for this study were drawn from consec- 
utive admissions to two 22-bed inpatient research 
units. Written, informed consent to participate was ob- 
tained from 108 patients; 12 of these patients served in 
the training phase of the study, leaving 96 who partic- 
ipated in the formal study. Of these 96 patients, 84 
(87.5%) were assessed at least once (although com- 
plete data sets were not available for all of them); the 
remaining 12 (who did not differ significamtly in socio- 
demographic characteristics from the 84 who partici- 
pated) withdrew consent, were clinically untestable be- 
cause of psychosis exacerbation, or were generally 
uncooperative. 

Each patient received a discharge consensus DSM- 
III diagnosis based on all available historical and clin- 
ical information but completely blind to the formal 
ratings. Assessments from both a 2-week medication 
washout period and after approximately 2 months of 
psychotropic medication administration were avail- 
able for 26 patients with schizophrenia and 21 patients 
without schizophrenia. The sociodemographic charac- 
teristics of these 47 patients are summarized in table 1. 
There were significantly fewer white patients in the 
group with schizophrenia, and these patients had a 
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DISCRIMINANT VALIDITY OF NEGATIVE SYMPTOMS 
TABLE 1. Demographic and Clinical Characteristics of Psychiatric 
Patients With or Without Schizophrenia 


Patients Without 
Schizophrenia 


Patients With 
Schizophrenia 


Characteristic (N=26) (N=21) 
Sex 
Men 
Number 22 17 
Percent 85 81 
Women 
Number 4 4 
Percent 15 19 
Race” 
White 
Number 12 18 
Percent 46 86 
Other 
Number 14 3 
Percent 54 14 
Current age (years) 
Mean 27.4 30.3 
SD 6.0 8.4 
Age at onset of illness 
(years) 
Mean 21.9 PA 
SD 5.8 73 
Age at first hospital 
admission (years) 
Mean 24.7 Pe Me 
SD 5.9 7.8 
Number of hospitalizations 
Mean Zak 27 
SD 4.6 25 
Socioeconomic status“ 
Mean 101.1 80.8 
SD 25.9 33.4 
Premorbid competence 
score 
Mean 235 Zor 
SD 0.8 0.9 





aZ =2.837, p<0.003. 

®N=24 for patients with schizophrenia. 

“t=2.375, df=45, p<0.05, two-tailed t test. 
Scores range from 1 (low) to 5 (high) and represent the means of 
ratings for age, education, occupational level, employment history, 
and age at first hospitalization. 


significantly lower mean socioeconomic status than the 
patients without schizophrenia in the repeat measures 
subgroup. However, neither race nor socioeconomic 
status had significant effects-on negative symptoms. 
The diagnoses of the patients without schizophrenia 
were major depression (N=7), schizoaffective disorder 
with prominent depression (N=7), bipolar mania (N= 
3), hypochondriasis (N= 1), borderline personality dis- 
order (N=1), obsessive-compulsive disorder (N=1), 
and psychotic disorder not otherwise specified (N= 1). 

Negative symptoms were evaluated by using the 
Scale for the Assessment of Negative Symptoms (1, 8). 
To assess syndromes from which negative symptoms 
were to be differentiated, the Hamilton Rating Scale 
for Depression (9), the Global Assessment Scale (GAS) 
(10), and the Simpson-Angus Scale for rating extrapy- 
ramidal side effects (11) were used. 

The study design called for an initial medication 
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washout period of 2—4 weeks, at the end of which base- 
line measures were taken. Repeated measures were 
scheduled for approximately 5 and 10 weeks after the 
initiation of psychotropic medication administration. 

To counter the potential rater contamination in con- 
trasting the different syndromes, it was critical that 
different raters be used for the various scales so that 
the relationships among the scales purporting to mea- 
sure different constructs would not unintentionally be 
determined by rater expectations. Therefore, different 
raters completed the Scale for the Assessment of Neg- 
ative Symptoms, the Hamilton depression scale, and 
the Simpson-Angus Scale for rating extrapyramidal 
side effects. 


RESULTS 


Reliability on the Scale for the Assessment of Neg- 
ative Symptoms was excellent, especially for the global 
score (the sum of the component global subscales). 
Intraclass correlations (ICCs) for the various compo- 
nents ranged from 0.65 (alogia) to 0.82 (inattention); 
the global sum score had an ICC of 0.91. Interrater 
reliabilities were excellent for the Simpson-Angus Scale 
(0.92) and the total Hamilton depression scale score 
(0.82) as well. 

All 26 of the patients with schizophrenia were 
treated with antipsychotic medications, usually chlor- 
promazine (15 [57.7%] of the patients) or trifluoper- 
azine (10 [38.5%] of the patients); 11 (52.4%) of the 
patients without schizophrenia were also treated with 
antipsychotic medications in addition to their other 
medications. Patients with and without schizophrenia 
did not differ significantly in mean washout period, 
which was 15.5+6.2 days for those with schizophrenia 
and 13.9+4.0 days for those with nonschizophrenic 
psychiatric disorders. Nor did they differ in the mean 
number of days between washout and final assessment 
while they were receiving medications, which was 
79.6+19.6 days for the patients with schizophrenia 
and 77.6+25.4 days for those without schizophrenia. 
The final mean doses (in chlorpromazine equivalents) 
(12) for the patients with schizophrenia (1341.2+ 
910.9 mg/day) and those without schizophrenia 
(1319.0+2253.7 mg/day) who were receiving antipsy- 
chotics did not differ significantly. 

We conducted a series of two (Diagnoses) by two 
(Time—while receiving medications versus while not 
receiving medications) repeated measures analyses of 
variance (ANOVAs). We used multiple ANOVAs 
rather than an initial multiple analysis of variance be- 
cause we were interested, a priori, in the behavior of 
the individual scales over time. This, of course, raises 
the risk of type I errors. Given a level of significance of 
0.05, we can conservatively estimate finding fewer 
than two significant effects by chance in this analysis; 
in fact, six were obtained. 

The patients’ scores on the different measures of 
negative symptoms, depression, global symptoms, and 
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TABLE 2. Negative Symptoms, Depression, Global Symptoms, 
and Extrapyramidal Side Effects in Psychiatric Patients With or 
Without Schizophrenia Before and During Drug Treatment 


Score at End Score After 
of Drug Drug 


Washout Treatment” 
Scale N Mean SD Mean SD 


Scale for the Assessment of 
Negative Symptoms 


Schizophrenic patients 21 11.9 39 11.8 6.2 

Nonschizophrenic patients 15 8.8 4.9 5.4 4.9 
Hamilton Rating Scale for 

Depression 

Schizophrenic patients 13.3 6.0 11.0 6 

Nonschizophrenic patients 20 21.7 11.6 15 12.9 
GAS 

Schizophrenic patients 26 35: 91 462 153 

Nonschizophrenic patients 16 38.9 15.1 494 19.2 
Simpson-Angus Scale 

Schizophrenic patients 26 7a 8.6 ful Fal 

Nonschizophrenic patients 15 4.3 SF 4.5 6.3 


“All of the patients with schizophrenia were taking antipsychotic 
medications; 11 of the patients without schizophrenia were taking 
antipsychotics in addition to their other medications. 


extrapyramidal side effects after the drug washout pe- 
riod and while receiving medications are summarized 
in table 2 

There was a significant main effect of Diagnosis 
(F=9.60, df=1, 34, p=0.004) and Time (F=5.22, df= 
1, 34, p=0.029) and a significant Diagnosis by Time 
interaction (F=4.17, df=1, 34, p=0.049) according to 
scores on the Scale for the Assessment of Negative 
Symptoms. Patients with schizophrenia not only had 
significantly higher Scale for the Assessment of Nega- 
tive Symptoms ratings than patients without schizo- 
phrenia but also failed to show any decrement in rating 
over time, in contrast to the patients without schizo- 
phrenia, who exhibited a marked reduction in their 
mean negative symptom rating. 

The patients without schizophrenia had higher over- 
all mean scores on the Hamilton depression scale than 
the patients with schizophrenia (F=7.39, df=1, 44, 
p=0.009), and both groups had a reduction in depres- 
sion scores over time (F=8.59, df=1, 44, p=0.005); 
the interaction between Diagnosis and Time was not 
significant. 

According to GAS scores, the improvement in global 
functioning between the end of the washout period 
and after medication had been administered for ap- 
proximately 2 months was significant for both groups 
(F=6.06, df=1, 39, p=0.018), and there were no 
other significant effects. In other words, both patient 
groups improved equally and significantly. 

According to Simpson-Angus Scale ratings of extra- 
pyramidal side effects, neither main nor interaction ef- 
fects were significant (Time, F=0.110, df=1, 41, p= 
0.737; Diagnosis, F=2.17, df=1, 14, p=0.148; and 
Time by Diagnosis, F=0.03, df=1, 41, p=0.875). 

In sum, patients with schizophrenia were statisti- 
cally different from those without schizophrenia in 


Am J] Psychiatry 147:11, November 1990 


RICHARD R.J. LEWINE 


having a higher mean rating on the Scale for the As- 
sessment of Negative Symptoms and a lower mean rat- 
ing for depression. The negative symptoms did not 
change significantly from washout to after medication 
administration in the patients with schizophrenia. In 
contrast, the change in Scale for the Assessment of 
Negative Symptoms scores over time reflected signifi- 
cant improvement in the patients without schizophre- 
nia. The two groups did not differ significantly in over- 
all severity of disorder or in extrapyramidal side 
effects. 


DISCUSSION 


The patients with schizophrenia could be clearlv dis- 
criminated from those without schizophrenia on the 
basis of negative symptoms and signs; however, they 
did not differ significantly from the nonschizophrenic 
psychiatric patients in either global severity or extra- 
pyramidal side effects. The schizophrenic patients had 
significantly lower depression scores. This study pro- 
vided a particularly stringent test of interdiagnostic 
group discriminant validity because most of the pa- 
tients without schizophrenia had psvchotic depression 
and schizoaffective disorder. 

These data are consistent with most of the empirical 
literature examining interdiagnostic differences (1, 13, 
14) as well as the relationship between depression and 
negative Sate in schizophrenia (15, 16). Beren- 
baum et al. (13), in particular, used a comparison 
group of patients with pure depression and found that 
schizophrenic patients had a significantly higher mean 
score on emotional blunting, especially weighted by 
avolition, than did depressed patients. The major ex- 
ception to this trend is a study by Kulhara and Chadda 
(17), who found that patients with major depressive 
disorder diagnosed according to Research Diagnostic 
Criteria had significantly higher scores than patients 
with schizophrenia on most items of the Scale for the 
Assessment of Negative Symptoms. The major excep- 
tions, that is, items on which the patients with schizo- 
phrenia had higher mean scores, included poor eye 
contact, inappropriate affect, and thought blocking. 
Since there are no obvious methodological factors that 
could account for this inconsistency in findings. cul- 
tural factors are implied (the Kulhara and Chadda 
study was conducted in India). 

Interpretations of medication effects from these data 
must be made cautiously because the medication effect 
was completely confounded with time. That is, medi- 
cation always followed washout. The “washout” itself 
was constrained by its relative brevity (about 2 weeks) 
and the uncertainty about the effects of long-term 
maintenance medication. With this caveat, the data 
suggest that medication/time had very little effect on 
the mean level of negative symptoms in patients with 
schizophrenia, as has been reported by Kay et al. (18 
19). This was not a general failure to respond, how- 
ever, because the schizophrenic patients did:show sig- 
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CISCRIMINANT VALIDITY OF NEGATIVE SYMPTOMS 


nificant clinical improvement over time as measured by 
the GAS and Hamilton depression scores. The consis- 
tency of negative symptoms in the face of time and 
medication is striking; a similar picture was painted by 
Pogue-Geile and Harrow (20) in their 2-year after-dis- 
charge follow-up study. 

It would appear, therefore, that studies of negative 
symptoms in patients and using procedures like those 
in this study are unlikely to be affected substantially by 
medication over the short-term, a methodological 
point that has been of some concern. If possible, other 
studies must determine the impact of long-term anti- 
psychotic use and explore further the suggestion that 
anticholinergics produce negative-like symptoms (21). 

The pattern of results for the 21 patients without 
schizophrenia differs strikingly from that for the 26 
patients with schizophrenia. Whatever is being mea- 
sured by negative symptom rating scales in these pa- 
tients, it changes substantially with time/medication. I 
am reminded here of the differences in correlational 
patterns suggesting that negative symptoms may reflect 
an affective syndrome in female schizophrenic patients 
and the traditional amotivational syndrome in men (5, 
22). It may be that use of negative symptom rating 
scales in clinical populations with prominent affective 
features (female patients with schizophrenia, patients 
with schizoaffective disorder, or patients with affective 
disorders) is misleading. 

Negative symptoms in the 26 patients with schizo- 
phrenia seemed clearly differentiable from symptoms 
oz: depression. Depression, if anything, was reduced 
atter an average of more than 2 months of antipsy- 
chotic treatment. The results of this study provide 
strong evidence for the validity of the negative symp- 
tom syndrome as operationalized in the Scale for the 
Assessment of Negative Symptoms. In this group of 
patients, such symptoms seemed remarkably resistant 
to change, despite pharmacological intervention. 
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Plasma Norepinephrine in Chronic Schizophrenia 


Alan Breier, M.D., Owen M. Wolkowitz, M.D., Alec Roy, M.D., 
William Z. Potter, M.D., Ph.D., and David Pickar, M.D. 


Several lines of evidence indicate altered noradrener- 
gic function in schizophrenia. The authors examined 
resting, standing, and change (standing minus resting) 
in plasma norepinephrine levels in 14 drug-free pa- 
tients with chronic schizophrenia or schizoaffective 
disorder and in 33 age- and sex-matched healthy vol- 
unteers. Schizophrenic patients had significantly higher 
resting and standing plasma norepinephrine levels and 
significantly greater change. Resting and standing lev- 
els were significantly related to positive and negative 
symptoms. There was a significant positive correlation 
between resting plasma and CSF norepinephrine levels 
and a significant negative correlation between CSF 
homovanillic acid and resting, standing, and change in 
plasma norepinephrine levels. 

(Am J Psychiatry 1990; 147:1467—1470) 


S everal lines of evidence suggest that schizophrenia 
is associated with altered noradrenergic function. 
Postmortem studies (1—5) have revealed above-normal 
levels of norepinephrine and its metabolites in several 
brain regions, including the nucleus accumbens and 
selected cortical areas. In addition, several but not all 
studies of this subject have reported above-normal lev- 
els of norepinephrine and/or its metabolites in CSF 
(6—12) and plasma (10, 13—16). Moreover, the norad- 
renergic a, agonist clonidine suppresses plasma 3- 
methoxy-4-hydroxyphenylglycol (MHPG), a major 
norepinephrine metabolite, in control subjects but not 
in schizophrenic patients (17), and the noradrenergic 
a receptor antagonist yohimbine increases plasma 
MHPG in a subgroup of schizophrenic patients (18). 
These data support the hypothesis of subsensitive a, 
receptor function in at least a subgroup of schizo- 
phrenic patients. Furthermore, several antipsychotic 
agents (e.g., clozapine) have potent effects on norad- 
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renaline receptors (19). The significance of altered nor- 
adrenergic function for the pathophysiology of schizo- 
phrenia remains unclear. 

A relatively simple approach to assessing norad- 
renergic function in clinical populations is determining 
resting and standing plasma norepinephrine levels and 
the change between them (standing minus resting). 
Resting plasma levels provide information about basal 
sympathetic nervous system activity. Several studies 
have shown that standing leads to a significant eleva- 
tion in plasma norepinephrine, which is a result of the 
complex sympathetic nervous system response to or- 
thostasis (20—22). Thus, standing plasma level and the 
change in plasma level provide an index of sympathetic 
nervous system regulation. Moreover, although norep- 
inephrine does not readily cross the blood-brain bar- 
rier (23—25), significant correlations between CSF and 
plasma norepinephrine levels have been reported (26, 
27), suggesting that plasma norepinephrime levels may 
reflect aspects of CNS processes and/or that under 
some circumstances CSF levels are controlled by the 
same process driving sympathetic nervous system ac- 
tivity (28). 

In the present study, we examined resting plasma 
norepinephrine levels, standing levels, and change val- 
ues in drug-free schizophrenic patients and age- and 
sex-matched healthy comparison subjects. In addition, 
we assessed the relationship between plasma norepi- 
nephrine level and schizophrenic psychopathology and 
the relationship between plasma norepinephrine level 
and CSF levels of norepinephrine and the dopamine 
metabolite homovanillic acid (HVA). 


METHOD 


Fourteen inpatients who fulfilled the DSM-III crite- 
ria for schizophrenia or schizoaffective disorder and 33 
healthy volunteers participated in the study. The pa- 
tient group comprised eight men and six women, and 
they had a mean+SD age of 28+6 years. These pa- 
tients had chronic courses before admission: 9+7 
years of illness and 7+8 prior psychiatric hospitaliza- 
tions. They were free of all active medication and were 
receiving placebo in a double-blind fashion when they 
participated in the study. Twelve patients had been 
neuroleptic free for at least 3 weeks before participa- 


1467 


PLASMA NOREPINEPHRINE IN SCHIZOPHRENIA 


FIGURE 1. Mean Plasma Norepinephrine Levels of Patients With 
Schizophrenia and Age- and Sex-Matched Comparison Subjects" 
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"Significant differences berween schizophrenic patients and healthy 
volunteers for resting (mean+SD=1.4+0.7 versus 0.7+0.3; t=4.4, 
di=45, p<0.0001), standing (2.7+1.1 versus 1.5+0.6; t=5.2, 
d:=45, p<0.0001), and change (standing minus resting) (1.3+0.8 
versus 0.7+0.4; t=3.1, df=45, p=0.004). 


tion, one.patient had been neuroleptic free for 14 days, 
and one patient had been drug free for 8 days. 

The volunteers were matched for age (mean+SD: 
28+7 years) and sex ‘20 men and 13 women). They 
had no lifetime history of psychiatric illness, as deter- 
mined from interviews following the Schedule for Af- 
fective Disorders and Schizophrenia—Lifetime Version 
(SADS-L) (29), and no family history of psychiatric 
illness. A physical examination, ECG, and blood work- 
up of each patient indicated no medical illnesses. They 
were taking no medications at the time of the study. 

The patients and volunteers were maintained on a 
low-monoamine, caffeine-restricted diet. After an over- 
night fast, a butterfly needle with a heparin lock was 
inserted in the antecubital fossa at 8:30 a.m. The sub- 
jects remained at bed -est for the subsequent 30 min- 
utes. At 9:00 a.m., 6 ml of blood was drawn. The 
subjects then stood at the bedside for 5 minutes. A 
second blood sample was then taken. Both the resting 
and standing blood samples were immediately placed 
on ice after drawing. Plasma was separated in a refrig- 
erated centrifuge within 20 minutes of drawing, and 
the samples were stored at —70 °C until assaying. Nor- 
epinephrine levels were determined by means of high- 
pressure chromatography with electrochemical detec- 
tion (30). 

Research psychiatrists blind to medication status 
performed ratings for the week of the plasma norepi- 
nephrine test to determiine 1) the sum of the Brief Psy- 
chiatric Rating Scale (BPRS) (31) scores for positive 

symptoms: hallucinatory behavior, unusual thought 
content, distractibility, and conceptual disorganization 
(N=13), and 2) the Abrams and Taylor Scale for Emo- 
ticnal Blunting (32) total score for negative symptoms 
(N=14). 

Eleven ‘of the 14 (drug-free) patients had lumbar 
punctures during the same period as the plasma nor- 
epinephrine determinations. CSF levels of norepineph- 
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TABLE 1. Relationship Between Plasma Norepinephrine Levels 
and Positive/Negative Symptoms in 14 Schizophrenic Patients 


: Correlation (r) With Plasma 
Norepinephrine Level 


. Resting Level Standing Level 
Symptom Measure | r df p r df p 
BPRS positive symprom 
score 0.54 11 0.05 0.65 12 =0.01 
Abrams-Taylor Jega- 
tive symptom score 0.72 12 30.01 0.50 12 0.07 


rine and HVA were determined by means of high-pres- 
sure liquid chromatography with electrochemical 
detection (33). We have previously given a more de- 
tailed description of the lumbar puncture procedure 
and assaying techniques (16, 34). 

Nonpaired t tests were used to determine differences 
between the schizophrenic patients and volunteers, 
Pearson’s correlation coefficient was used for correla- 
tive analyses, dnd stepwise multiple regression was 
used to assess relationships among variables. All tests 
were two-tailed. 


t 


RESULTS 


Compared to; the volunteers, the schizophrenic pa- 
tients had a significantly higher mean resting plasma 
norepinephrine ‘level, a significantly higher standing 
level, and significantly greater change between stand- 
ing and resting values (see figure 1). There were sig- 
nificant relationships between the resting and standing 
plasma norepinephrine levels and the BPRS positive 
symptom score and Abrams-Taylor negative symptom 
score (see table|1). Change in plasma norepinephrine 
levels was not correlated with the symptom measures. 
A stepwise multiple regression was used to assess the 
relationship between positive and negative symptoms 
in predicting resting plasma norepinephrine level. Neg- 
ative symptoms: entered at step 1 (multiple R=0.73, 
F=12.7, df=1, 11, p=0.004), and positive symptoms 
failed to contribiite significantly at step 2 (multiple R= 
0.75, F=0.61, df=2, 10; p=0.45), suggesting that posi- 
tive and negative symptoms did not make additive con- 
tributions in predicting plasma norepinephrine levels. 

There was a significant positive correlation between 
CSF norepinephrine levels’ (mean+SD: 0.60+0.31 
pmol/ml) and resting plasma levels (r=0.59, df=9, 
p=0.03), but plasma norepinephrine standing and 
change values were not correlated with CSF norepi- 
nephrine levels. ‘Moreover, there were significant neg- 
ative correlations between CSF HVA (mean+SD: 
155.8+78.1 pmol/ml) and plasma norepinephrine 
resting levels (r=—0.64, df=9, p=0.02), standing lev- 
els (r=—0.7C, df=9, p=0. 009), and change values 
(r=—0.50, df=9, p= =0. 06). A stepwise multiple regres- 
sion was usėd tò assess the relationship between CSF 
HVA and CSF norepinephrine in predicting resting 
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plasma norepinephrine levels. CSF HVA entered at 
step 1 (multiple R=0.64, F=6.4, df=1, 9, p=0.03). At 
step 2, CSF norepinephrine contributed additively to 
CSF HVA in predicting plasma norepinephrine at a 
level approaching significance (multiple R=0.77, 
F=3.4, df=2,8, p=0.1). CSF norepinephrine and 
HVA were not significantly correlated with the nega- 
tive and positive symptom ratings. 


DISCUSSION 


The results of this study indicate that patients with 
schizophrenia or schizoaffective disorder, in compari- 
son to healthy volunteers, have higher resting plasma 
norepinephrine levels, higher standing levels, and 
greater change from resting to standing. Other authors 
have reported that schizophrenic patients have above- 
normal plasma norepinephrine levels (10, 13, 15). Cas- 
tellani et al. (13) found that standing plasma norepi- 
nephrine levels and supine and standing pulse rates 
were significantly above normal in schizophrenic pa- 
tients. Studies of depressed patients have also revealed 
high levels of plasma norepinephrine and its metabo- 
lites (21, 22), suggesting there may be aspects of nor- 
adrenergic dysfunction that are common to both schiz- 
ophrenia and affective illness. The significance of 
plasma norepinephrine levels for the pathophysiology 
of schizophrenia is unclear. We found significant cor- 
relations between plasma norepinephrine levels and 
positive and negative symptoms, suggesting that great- 
er noradrenergic activity may be related to primary 
schizophrenic psychopathology. In addition, it has 
been suggested that plasma norepinephrine reflects 
arousal, and greater arousal is a commonly described 
correlate of psychosis and negative symptoms (12, 15, 
21, 35-37). Thus, high levels of plasma norepineph- 
rine may be related to an interaction between primary 
schizophrenic symptoms and arousal. The data relat- 
ing plasma norepinephrine to positive and negative 
symptoms agree with our recent report of a significant 
relationship between plasma MHPG and negative 
symptoms (16) and other studies demonstrating a re- 
lationship between noradrenergic function and schizo- 
phrenic symptoms (6, 12, 38). Moreover, several stud- 
ies have demonstrated a relationship between plasma 
HVA and schizophrenic psychopathology (39-44). 
Since plasma HVA, like plasma norepinephrine, is de- 
rived largely from the peripheral sympathetic nervous 
system (45), it is possible that plasma HVA and plasma 
norepinephrine are reflecting aspects of a common al- 
teration in schizophrenia; we will examine this issue in 
future studies. Our failure to find a significant relation- 
ship between CSF norepinephrine levels and positive 
and negative symptoms in the present study and in a 
previous study (16) may be explained by the hypoth- 
esis that norepinephrine derived from brain regions 
which are not directly related to schizophrenic psycho- 
pathology contributes significantly to the total CSF 
pool, resulting in the failure of CSF levels to correlate 
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with psychopathology. In addition, van Kammen et al. 
(12) reported that CSF norepinephrine significantly re- 
lates to schizophrenic symptoms in relapsing schizo- 
phrenic patients but not in nonrelapsing schizophrenic 
patients, suggesting the sample differences may also 
explain lack of correlation between CSF norepineph- 
rine levels and symptoms in the present study. 

Data from the present report and previous studies 
support the notion that altered peripheral sympatho- 
neural activity may represent altered CNS processes. 
We found that CNS norepinephrine was significantly 
related to plasma norepinephrine, which is consistent 
with previous findings of significant correlations be- 
tween CSF and plasma norepinephrine levels (26, 27). 
In addition, we found that CSF HVA levels were neg- 
atively correlated with resting, standing, and change in 
plasma norepinephrine levels. A large body of data 
indicate that there is a dynamic relationship between 
dopaminergic and noradrenergic function, which may 
be either inhibitory or facilitative depending on the 
compensatory needs of the organism (46, 47). Thus, it 
is possible that the above-normal peripheral sympa- 
thetic nervous system activity found in this and other 
studies of schizophrenia reflects altered central pro- 
cesses involving dopaminergic and noradrenergic func- 
tion. This hypothesis is supported by our recent study 
demonstrating simultaneous alterations in noradrener- 
gic and dopaminergic activity in chronic schizophrenic 
patients (16). 

In conclusion, the findings from the present study 
contribute to a growing body of data from post-mor- 
tem (1—5), CSF (6—12, 16), plasma (13—16), and phar- 
macologic (17—19) studies that indicate altered norad- 
renergic function in schizophrenia. It will be important 
for future studies to elucidate the mechanisms that 
contribute to altered noradrenergic function in schiz- 
ophrenia and to determine the significance of these 
findings for the etiology and treatment of this illness. 
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Influence of Patient-Related Variables 
on Clozapine Plasma Levels 


Christian Haring, M.D., W. Wolfgang Fleischhacker, M.D., Peter Schett, Ph.D., 
Christian Humpel, Ph.D., Christian Barnas, M.D., and Alois Saria, Ph.D. 


The authors investigated the clozapine plasma levels 
of 148 psychiatric inpatients. Multiple regression anal- 
ysis revealed a linear relationship between dose of cloz- 
apine and plasma concentrations. The analysis showed 
a significant influence of dose, sex, smoking, weight, 
and age on the plasma concentrations of clozapine un- 
der clinical conditions. These results remained signifi- 
cant when clozapine doses below 150 mg/day and 
above 500 mg/day were excluded from the analysis. 

(Am J Psychiatry 1990; 147:1471-1475) 


he determination of plasma levels for clinical ap- 

plications is highly desirable to reveal compliance 
problems in patients, to keep drug exposure to the 
minimum necessary, and to deal with medicolegal 
problems (1). There are great interindividual differ- 
ences in the plasma levels of many drugs used in psy- 
chiatry. Different patients treated with chlorproma- 
zine, for example, may have serum drug levels that 
vary by 100% (2). 

Clozapine is a neuroleptic drug that is increasingly 
used in the management of psychiatric inpatients and 
outpatients. The special feature of this drug is a lack of 
extrapyramidal motor side effects, which makes it 
stand out from the conventional high-potency neuro- 
leptics (3). To gain more information on plasma levels 
of clozapine under clinical conditions, we evaluated 
the routinely monitored plasma concentrations of cloz- 
apine at our inpatient facility. This report deals with 
the effect of dose, age, weight, sex, and smoking be- 
havior on the plasma levels of clozapine. 
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METHOD 


Plasma levels of clozapine were measured in 148 
psychiatric inpatients ($4 women and 94 men) with a 
mean+SD age of 30.6+8.8 years who were receiving 
clozapine for acute or maintenance treatment. Seven- 
teen (31.5%) of the women and 14 (14.9%) of the men 
suffered from manic episodes (diagnosed according to 
DSM-III), 37 (68.5%) of the women and 80 (85.1%) 
of the men had schizophrenia (DSM-III). Sixty-seven 
patients were nonsmokers and 81 patients smoked 
more than five cigarettes a day. 

Clozapine was given orally in a daily dose that was 
kept constant for at least 8 days. The individual doses 
for these patients ranged from 12.5 to 700 mg/day 
(mean=281+141 mg/day) depending on clinical de- 
mands. Blood samples were taken in the morning be- 
fore breakfast, 1O+1 hours after administration of the 
last dose of clozapine. 

Plasma levels were determined by reversed-phase, 
high-performance liquid chromatography and ultravi- 
olet detection as described in detail elsewhere (4). All 
reagents were standard laboratory reagents of analyt- 
ical grade. 

Analysis of variance (ANOVA), regression analysis, 
and multiple regression analysis were applied where 
appropriate. Since plasma levels and patients’ ages 
were not normally distributed, a logarithmic transfor- 
mation of these variables was necessary. A second anal- 
ysis was performed in which only patients who were 
given doses within the range of 150-500 mg/day were 
included. This was done to correct for the statistical 
problems caused by extreme outliers at the lower and 
upper extremes of dose and p.asma levels. ANOVAs 
were carried out by using Bio-Medical Data Programs; 
SPSS forward stepping was usec for multiple regression 
analyses. 


RESULTS 


Various interactions among the analytical variables 
were apparent when patients were compared by using 
ANOVA (see tables 1 and 2). To account for these 
differences, further analyses were carried out by using 
multiple regression. Table 1 provides the data for the 
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TABLE 1. Characteristics of 148 Psychiatric Inpatients Given 12.5~-700 mg/day of Clozapine 





l All Patients 
Variable (N=148) 
Age? 

Mean 30.6 

5D 8.8 

Median 30.5 

Range 18.5—53.5 
Weight 

'kg)” 

Mean 74.8 

sD 15.2 

Range 50.0-176.0 
Medication 

dose (mg/ 

day)“ 

Mean 280.0 

SD 141.0 

Range 12.0~700.0 
Plasma level 

ng/ml)? 

Mean 160.1 

5D 121.5 

Range 9.7—-522.7 





18. 5-50. 5 


77.6 
15.9 
$0.0-176.0 


303.6 
141.8 
12.0—700.0 


149.5 
116.7 
9.7-529.7 


335 

9.8 

33.0 
19.5-53.5 


69.9 
12.6 
50.0-98.0 


241.7 
131.8 
25.0-600.0 


178.6 
128.6 
10.0-486.0 


Smokers 
(N=81) 


32.0 
19.5—45.5 


751 
16.5 
50.0-176.0 


262.0 
131.5 
25.0—700.0 


141.0 
114.2 
9.7-469.2 






Nonsmokers 


(N=67) 


30.0 
18.5-53.5 


74.4 
13.5 
50.0--100.0 


303.9 
149.6 
12.0-700.0 


183.2 
15.5 
10.2-529.7 


Younger 
Than 30.5 
Years Old 

(N=74) 


12.4 
$0.0-95.0 


285.8 
154.9 
25.0—700.0 


155.7 
114.3 
9.7—529.7 


30.5 Years 
Old or 
Older 

(N=74) 


39.3 
6.6 


31.0—55.0 


76.5 
12.6 
50.0—100.0 


276.2 
126.5 
12.0—700.0 


164.5 
129.0 
10.2-493.1 


“There was a significant difference (one-way ANOVA) between men and women (F511.08, df=1, 146, p=0.001) and between patients 
younger than 30.5 and thase 30.5 years old and older (F=281.83, df=1, 146, p=0.000). 


ere was a significant diference (one-way ANOVA) between men and women (F= 10. 33, df=1, 146, p=0.002} and between patients 
younger than 30.5 and thase 30.5 years old and older (F=5.08, df=1, 146, p=0.03).! 
“There was a significant difference (one-way ANOVA) between men and women (F= 6188, df=1, 146, p=0.01). 
dThere was a significant difference (one-way ANOVA) between smokers and pons mokos (F=5, 80, df=1, 146, p=0.02). 


TABLE 2. Characteristics of 122 Psychiatric Inpatients Given 150-500 mg/day of Cl 


| 





All Patients 

Variable (N=1221 
Age“ 

Mean 32.8 

SD 9.0 

Median 33.0 

Range 20.0-55.9 
Weight 

kg)? 

Mean 74.7 

SD 12.9 

Range 50.0-10C.0 
Medication 

dose (mg/ 

day) | 

Mean 288.1 

SD 99.8 

Range 150.0-50€.0 
Plasma level 

(ng/ml)}° 

Mean 162.2 

SD 110.9 

Range 9.7-493.1 





20. 0-52. 0 


76.7 
12.1 


50.0—100.0 


292:3 
99.4 
150.0—500.0 


141.0 
98.0 
9.7~-493.1 


33.0 
21.0-55.0 


70.7 
13.6 
50.0-98.0 


279.9 
101.1 
150.0—500.0 


204.0 
123.6 
47.0-486.0 


Smokers 


(N=66) 


33.0 
21.0-47.0 


75.0 
12.5 
$0.0-98.0 


276.5 
94.6 
150.0-500.0 


149.2 
110.6 
9.7-469.2 


t 
ł 
i 
i 
3 
t 
i 
t 
i 










Nonsmokers 
_(N=56) 


33.5 

10.7 

31.0 
20.0—55.0 


74.3 
13.4 
50.0--100.0 


301.8 
104.8 
150.0—500.0 


177.4 
110.3 
12.3-493.1 


Younger 
Than 30.5 
Years Old 


(N=60) 


25.4 
3.6 


20.0—32.0 


71.4 
12.4 
50.0-95.0 


290.8 
99.3 
150.0—500.0 


149.4 
84.1 
9.7-361.1 


30.5 Years 
Old or 
Older 


(N=62) 


39.9 
6.6 


33.0-55.0 


77.8 
12.6 
50.0-100.0 


285.5 
101.0 
150.0—500.0 


174.5 
131.2 
10.3-493.1 


"There was a significant difference (one-way ANOVA) between men and women (F314.27, df=1, 120, p=0.000) and between patients 
younger than 30.5 and those 30.5 years old and older (F=225.85, df=1, 120, p=0.000 


). 
aere was a significant difference (one-way ANOVA) between men and women (F=6. 20, df=1, 120, p=0.01) and between patients younger 
than 30.5 and those 30.5 years old and older (F=7.93, df=1, 120, p=0.006). 


“There was a significant difference (one-way ANOVA) between men and women (F=9 


1472 


| 


bs, df=1, 120, p=0.003). 
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TABLE 3. Multiple Regression of Effect on Clozapine Plasma Levels of 


HARING, FLEISCHHACKER, SCHETT, ET AL. 


Other Variables in 148 Psychiatric Inpatients 








Dose Range=12.5—700 mg/day Dose Range=150—300 mg/day 
Total Men Women Total Men Women 
Item (N=148) (N=94) (N=54) (N=122) (N=81) (N=41) 
Multiple R 0.61 0.64 0.75 0.46 0.52 0.63 
3 0.37 0.41 0.56 0.21 0.28 0.39 
Adjusted R7 0.36 0.39 0.53 0.20 0.25 0.34 
Standard error 0.31 91.33 88.22 0.31 0.31 0.23 
ANOVA 
F 20.09 20.62 20.86 16.21 9.72 7.99 
df 3, 144 320 3, 50 z, 119 3, /7 3,37 
0.000 0.000 0.000 0.009 0.000 C.000 
Independent variables in the equation 
Dose (step 1) 
Simple R (dose/plasma level) 0.55" 0.59" 0.60" 0.36 0.38 0.43" 
Sex (step 2) 
Multiple R 0.59 0.46 
Simple R (sex/plasma level) 0.12 0.27° 
Weight (steps 2 and 3) 
Multiple R 0.64 0.69 0.47 0.63 
Simple R (weight/plasma level) —0.17 0.38° —(.29° 0.40% 
Smoking behavior (steps 2 and 3) 
Multiple R 0.61 0.62 0.52 
Simple R (smoking behavior/plasma 
level) —0.17° —0.27° -0.22 
Age (steps 2 and 3) 
Multiple R 0.75 0.56 
Simple R (age/plasma level) 0.45" 0.40° 
Simple R 
Dose/sex -0.21° —0.06 
Dose/smoking behavior =(.15 —0.18 —0.16 
Dose/weight —0.07 0.09 =0.16 0.01 
Dose/age 0.24 
Sex/smoking behavior 0.10 
Weight/smoking behavior —0.19 —0.15 0.01 
Weight/age 0.10 0.12 
“p<0.001. 
bn<0.01. 
“p<0.05. 


analysis of patients given clozapine doses in the entire 
range of 12.5—700 mg/day, and table 2 provides the 
data for the patients given 150—500 mg/day. 

When different doses of clozapine were compared 
with the corresponding plasma levels, regression anal- 
ysis revealed a linear relationship between dose and 
plasma level (see table 3). Since very high and very low 
doses can influence this regression, a second analysis 
was performed in which only patients given a dose 
range of 150—500 mg/day, corresponding to the sec- 
ond and third quartile of the whole sample, were in- 
cluded. Regression analysis also revealed that sex had 
an important influence on plasma levels; therefore, the 
data on patients given the full dose range and those 
given the more narrow dose range were calculated sep- 
arately for each sex. 

Regression analysis of the plasma levels from all pa- 
tients demonstrated that medication dose, sex, smok- 
ing behavior, weight, and age explained 36.9% of the 
whole variance (see table 3). The analysis of patients 
given the narrower dose range of 150-500 mg/day 
showed that the results were influenced by extreme 
outliers at the lower and upper dose extremes. When 
patients given such extreme doses were excluded, the 
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percentage of explained variance dropped to 21.4%, 
which is still statistically significant. 

Dose had the biggest influence on all subgroups of 
patients. In men, smoking behavior ranked second in 
influence for the patients given the full dose range and 
third in influence for those given the more narrow dose 
range. In women, weight ranked second in influence 
for those given the wider dose range and age ranked 
second for those given the lower dose range. Smoking 
behavior was not significantly associated with plasma 
level in women. 

There were no significant correlations among dose, 
sex, smoking behavior, and age except between dose 
and sex for patients given the full dose range of cloz- 
apine. This can be seen as an indicator for the inde- 
pendence of the analytical predictors relating to the 
dependent variable, plasma level. 


DISCUSSION 
Only a few reports have dealt with the issue of cor- 


relations between clozapine dose and plasma levels. 
Ackenheil et al. (5) used gas chromatography (N=19) 
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or radioimmunoassay (N=7) to detect clozapine plas- 
ma levels in 26 patients. They found a linear correla- 
tion (r=0.65) between dose and plasma concentration 
after 10 days of treatment with clozapine doses rang- 
ing from 100 to 600 mg/day, which is very similar to 
our results. Although Ackenheil et al. corrected their 
results for body weight, they provided no information 
as to whether the dose had been held at a constant level 
for the days preceding the plasma level analysis. Nei- 
ther age nor sex had an influence on these results. This 
apparent difference from our results might be attrib- 
uted to the considerably lower number of patients in 
their study. Another methodological problem in the 
paper by Ackenheil et al., which they acknowledged 
themselves, is that they used two different analytical 
procedures for the evaluation of the plasma levels. 

The issue of correlations between dose and plasma 
levels was also addressed in a case report by Kane et al. 
(6) that focused on clozapine plasma levels and pro- 
lactin response. Since the authors reported data on 
only two patients, they did not provide a statistical 
analysis, but it appears from the graphs in their paper 
that clozapine plasma levels corresponded to the doses 
administered. 

Our results demonstrate a correlation between cloz- 
apine plasma concentrations and a given oral dose. 
This held up in two analyses. These findings are similar 
to the results reported by Hippius and Ackenheil (7) 
and Heipertz et al. (8). Breyer et al. (9) found high 
interindividual variations in patients treated with sim- 
ilar doses of clozapine. 

We obtained a marked difference in clozapine 
plasma levels between men and women. This has also 
been reported for other psychotropic drugs—benzodi- 
azepines, for example (10). 

Plasma concentrations at a given dose were found to 
be lower in smokers zhan in nonsmokers. Similar re- 
sults have been reporced by Ereshefsky et al. (11) for 
fluphenazine and are known for many other drugs (the- 
ophylline, phenacetin, and propranolol, for example 
[12—14]). This may be the result of changes in enzyme 
activity in the liver and/or the gastrointestinal tract 
caused by nicotine and/or other substances incorpo- 
rated by smoking (15). The fact that smoking had a 
significant effect on plasma levels in men but not in 
women can possibly be explained by a sex difference in 
smoking behavior. We defined a smoker as a person 
who smokes more than five cigarettes a day with no 
upper limit. This means that the women who were 
classified as smokers might have smoked fewer ciga- 
rettes than the men who were so classified, which 
would reduce cigarette-induced alterations of plasma 
levels in the women. 

The significant influence of age on clozapine plasma 
levels may be a result of the decreasing liver enzyme 
activity in older people. This phenomenon is well de- 
scribed for othér psychotropic agents (16). Klein et al. 
(17) found no dependence between patients’ age and 
plasma levels in a group of 32 patients. The difference 
between their findings and ours might be attributed to 
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the Sadab lower number of patients in their 
study. 

The clozapine plasma levels eared widely among 
individual patients. This is also true for other neuro- 
leptics and may be one of the reasons that it has not 
been possible to establish a well-defined relationship 
between plasma level and response. Further investiga- 
tions are necessary to clarify whether this is the result 
of altered kinetics and/or metabolism or a compliance 
problem. It will be interesting to see whether a thera- 
peutic range can be found for clozapine, as has been 
proposed for haloperidol, and how plasma levels relate 
to side effetts of the drug. Ackenheil et al. (5) also 
attempted tp answer the latter question and found no 
significant correlation between sedation or orthostatic 
hypotension and clozapine plasma levels. 

The present results indicate a considerable variation 
in clozapine plasma levels at a given dose depending on 
a number ot factors. These factors should be taken into 
consideration for efficient therapy with the lowest pos- 
sible dose. | 

Because of the retrospective, naturalistic eee of 
this study, the principal metabolites of clozapine, the 
corresponding N-oxide and N-desmethyl derivatives, 
were not mpasured. 

Even though the results described here are based on 
a naturalistic study that did not follow the strict crite- 
ria of a controlled prospective design, we still think 
they have clinical relevance. The fact that all patients 
were in a clinical setting seems to warrant the conclu- 
sion that the differences in plasma levels between dif- 
ferent sexes;and age groups as well as between smokers 
and nonsmokers might influence the therapeutic effi- 
cacy of clozapine in these patients. This assumption is 
of course made under the presupposition that there is a 

relation between plasma levels and therapeutic efficacy. 

It has be emphasized that the variables investi- 
gated account for only a small, but statistically signifi- 
cant, explanation of the variance. This clearly calls for 
further prospective studies looking at other potential 
influences on correlations between dose and plasma 
levels, such:as duration of intake or diagnosis. 

| 
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Personality Differences Between Patients With 
Remitted Melancholic and Nonmelancholic Depression 


| 
Philip Boyce, M.B., B.S., Gordon Parker, M.D., Ph.D., Ian Hickie, M.B., B.S., 
Kay Wilhelm, M.B., B.S., Henry Brodaty, M.D., and Philip Mitchell, M.B., B.S. 


Seventy-five patients with remitted depression were 
categorized as having melancholic-endogenous or non- 
melancholic-nonendogenous depression according to 
DSM-III criteria, Research Diagnostic Criteria, and the 
Newcastle endogeneity scale. The patients’ scores on 
four personality scale——the Eysenck Personality Inven- 
tory, the Interpersonal Dependency Inventory, locus of 
control, and the Interpersonal Sensitivity Measure— 
were then compared. Patients with nonmelancholic- 
nonendogenous depression were generally rated as 
having more vulnerable personality styles, but the dif- 
ferences were dependent on the particular diagnostic 
system used. A principal components analysis isolated 
three underlying personality constructs—dependency, 
introversion, and timidity. Patients with nonmelan- 
cholic-nonendogenous depression scored as signifi- 
cantly more dependent. 

(Am J Psychiatry 1990; 147:1476-1483) 


he heterogeneous nature of depression and the 

differing etiologies and symptom patterns as- 
cribed to different subtypes suggest the variable rele- 
vance of possible predisposing personality factors (1). 
Although types of depression may be contrasted in a 
number of ways (unipolar versus bipolar, primary ver- 
sus secondary, and melancholic versus nonmelan- 
cholic), the differential relevance of personality factors 
has emerged most clearly in relation to the melancholic 
versus nonmelancholic system, which is based on the 
binary view of depression. 

The binary view holds that one type of depression 
(variably termed “endogenous” or “melancholic’’) is a 
categorical entity wich “an imputed genetic or bio- 
chemical basis” (2) and without any predisposing per- 
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sonality style. Many different definitions have been 
proposed for patients with nonendogenous-nonmelan- 
cholic depression, who are often’ thought to have vul- 
nerable personality styles (3). For instance, in a num- 
ber of factor-analytic studies, vulnerable personality 
characteristics have either loaded on the neurotic pole 
of an endogenous-neurotic factor (2, 4) or correlazed 
with a clinical diagnosis of neurotic depression (5). By 
contrast, characteristics of an adequate personality 
have correlated with a diagnosis of endogenous de- 
pression (6). A limitation to the studies cited is that 
both personality variables and clinical diagnoses were 
generated by the clinician, so that a judgment of vul- 
nerable personality may have encouraged a confirming 
diagnosis of neurotic depression and the converse kias 
for patients with endogenous depression. 

More formalized evaluations of personality traits us- 
ing personality questionnaires have been undertaken, 
but clear and consistent differences have not been 
demonstrated between types of depression. Quite rea- 
sonably, assessment has focused on depression-prone 
personality! characteristics such as neuroticism (7), 
obsessionakity (8), and dependency (9, 10). 

Neuroticism and extraversion, as defined by Ey- 
senck (11); have been the most commonly assessed 
constructs. rPatients with endogenous depression have 
been found to have lower neuroticism (12—14) and 
higher extraversion (12) levels in some studies, al- 
though in other studies (15—17) neuroticism and ex- 
traversion have failed to discriminate between types of 
depression. Additionally, one study (18) reported higher 
levels of neuroticism (and other measures of low emo- 
tional strength) in a group of patients with “nuclear” 
depression ‘(consisting of “a nucleus of patients com- 
mon to multiple definitions of endogenous depres- 
sion,” identified by means of latent class analysis). 

Obsessional traits have been reported to be associ- 
ated with agitated depression” (19), “involutional 
melancholia” (20, 21), and bipolar depression (8). Ob- 
sessional symptoms, particularly ruminations (22, 23), 
are more common in endogenous depression. One con- 
trary study (24) reported that patients with different 
types of depression did not differ in scores on the Ley- 
ton obsessipnality scale. 

Dependency i is a personality trait often implicated as 
a risk factor in depression (9; 10). Although higher 
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levels of dependency and submissiveness have been re- 
ported in patients with endogenous depression com- 
pared with patients with nonendogenous depression 
(14, 25) and in patients with nuclear depression com- 
pared with those with nonnuclear depression (18), one 
study (26) reported higher levels of dependency in pa- 
tients with nonendogenous depression. 

These inconsistent results may reflect methodolog- 
ical limitations. Since depressive mood has the poten- 
tial to distort (usually inflating) scores on personality 
measures, an abnormal premorbid personality style 
might be suggested erroneously if personality is as- 
sessed while the subject is depressed (27). Again, the 
use of different and not necessarily equivalent diagnos- 
tic criteria for contrasting types of depression may ob- 
scure differences. For example, Zimmerman et al. (28) 
have shown that the rates of personality disorders (and 
other risk factors) differ according to whether DSM-III 
or DSM-III-R criteria for melancholia are applied to 
the same patient group. 

In this study we seek to overcome these methodo- 
logical difficulties in examining the hypothesis that pa- 
tients with nonmelancholic depression are more likely 
than patients with melancholic depression to have vul- 
nerable personality characteristics. Any bias emerging 
from the patient’s depressive state distorting personal- 
ity scores on self-report measures may be overcome in 
two broad ways. First, a prospective study design can 
be used: subjects are assessed before any episode of 
depression to measure true vulnerability. Such a design 
is impractical because a very large sample size is 
needed to overcome the low base rate of melancholic 
depression and because nonpersonality variables (such 
as depressogenic stressors) cannot be standardized 
readily. The alternative but not ideal approach (be- 
cause there may be residual personality anomalies) is 
to assess subjects when their depressive episodes have 
remitted. We used the latter approach in this study. To 
overcome limitations associated with any one diagnos- 
tic system used to subtype depressive disorders, we 
examined several diagnostic systems. Finally, we re- 
stricted personality scales to those suggested as identi- 
fying depression-prone personality characteristics. 


METHOD 


The subjects for this study were a subgroup of the 
first 250 inpatients and outpatients assessed at a uni- 
versity hospital mood disorders unit, a facility some- 
what weighted to patients with chronic and/or treat- 
ment-resistant disorders. At baseline, all patients were 
assessed by using a semistructured interview (29), al- 
lowing the clinician to make typological decisions by 
using DSM-III, Research Diagnostic Criteria (RDC) 
(30), and the Newcastle endogeneity scale (6). The se- 
verity of depression was assessed by using the clini- 
cian-rated Hamilton Rating Scale for Depression (31) 
and the Zung Self-Rating Depression Scale (32). 
Twenty weeks after baseline assessment, patients were 
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seen again, depression scales were readmimistered, and 
a clinical judgment was made about remission. Pa- 
tients were judged to be in remission if they no longer 
met criteria for major depression and were no longer 
impaired by depression despite any residual symptoms. 

Subjects included in the study were required to be in 
remission at the 20-week assessment, to have com- 
pleted all personality measures at this assessment, and 
to have been nonpsychotic at the baseline assessment 
(to exclude those whose capacity to give valid infor- 
mation might have been reduced). 


Personality Measures 


Subjects completed the following personality meas- 
ures at baseline and at 20 weeks: the extraversion and 
neuroticism subscales of the Eysenck Personality In- 
ventory (11), the Interpersonal Dependency Inventory 
(33), a locus of control measure (34), and the Inter- 
personal Sensitivity Measure (35). The Interpersonal 
Sensitivity Measure is a 36-item, self-report scale. Each 
item is scored on a 4-point Likert scale, allowing total 
scores on the instrument to range from 36 to 144. The 
scale measures five components of interpersonal sensi- 
tivity: 1) interpersonal awareness, referring to the way 
an individual appraises and accords meaning to a sit- 
uation, 2) need for approval, assessing the extent to 
which an individual needs to be approved ef by others, 
3) separation anxiety, assessing any undue anxiety 
about possible separation from a significant other, 4) 
timidity, focusing on behavioral aspects of depression- 
prone characteristics, particularly the inability to be- 
have assertively, and 5) fragile inner self, which iden- 
tifies difficulty with self-disclosure for fear of being 
rejected or ridiculed. The Interpersona’ Sensitivity 
Measure has satisfactory internal consistency (Cron- 
bach’s alpha=0.85), was stable over time m a nonclin- 
ical group (test-retest coefficient=0.70), but, like the 
Eysenck Personality Inventory and the Imterpersonal 
Dependency Inventory, shows some sensitivity to de- 
pressed mood (36). 

The patients were asked to rate themselves gener- 
ally, not as they might necessarily be feeling at the time 
of assessment, as suggested by Kendell and DiScipio 
(37 Jb 


Data Analysis 


Because the aim of this study was to determine dif- 
ferences between patients with melancholic-endoge- 
nous and nonmelancholic-nonendogenous depression, 
patients were divided into DSM-III melancholic and 
nonmelancholic (major depression and dysthymia) types, 
RDC endogenous (definite) and nonendogenous (proba- 
ble endogenous, definite major depression, and intermit- 
tent depression), and Newcastle endogenous (a score of 6 
or more on the Newcastle scale) and nonendogenous. 

First, we examined for differences between the pa- 
tients with different types of depression on the person- 
ality measures using analyses of variance; age and se- 
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TABLE 1. Age and Severity of Depression in Patients With Different Types of Depression According to Three Diagnostic Systems 


I 


Severity of Depression at Baseline Severity of Depression at 20 Weeks 
Hamilton Hamilton ; 
a A _Age* (years) __ Seale? _Zung Scale == Scale? _Zung Scale 
Type of Depression Mean SD Mean SD Mean SD Mean SD Mean sD 
DSM-III 
Melancholic subtype 
(N=27) 54.2 16.1 18.5 Val 49.5 10.3 4.9 4.0 36.4 10.9 
Nonmelancholic subtype 
(N=48) 42.2 15.3 14.5 Ta 51.6 a9 6.8 5.6 43.1 12.6 
Newcastle criteria 
Endogenous type 
(N=15) 55.3 16.9 17.4 6.3 49.4 12.5 3.4 ce 34.1 11.2 
Nonendogenous type 
(N=60) 44.4 15.9 15.6 7.9 $13 9.5 6.8 5.3 42.4 12.2 
RDC 
Endogenous type 
(N=36) $2.2 16.9 19.2 7.6 51.1 9.7 5.5 4.1 37.9 10.8 
Nonendogenous type 
(N=39) 41.3 14.6 13.0 6.4 50.7 10.4 6.7 Dok 43.3 13.3 


a he ee ae Sv aae 

“The differences between patients with DSM-III melancholic and nonmelancholic depression (F=10.12, df=1, 74, p<0.05) and between 
patients with RDC endogenous and nonendogenous depression (F=8.97, df=1, 74, p<0.01) were significant. 

>The differences between patients with DSM-III melancholic and nonmelancholic depression (F=5.0, df=1, 74, p<0.05) and between patients 
with RDC endogenous and nonendogenous depression (F= 13.83, df=1, 74, p<0.001) were significant. 

©The difference between patients with endogenous and nonendogenous depression according to Newcastle criteria was significant (F=5.03, 
df=1, 74, p<0.05). 

“The differences between patients with DSM-III] melancholic and nonmelancholic depression (F=5.22, df=1, 74, p<0.05) and between 
patients with endogenous and nonendogenous depression according to Newcastle criteria (F=5.33, df=1, 74, p<0.05) were significant. 


TABLE 2. Scores on Personality Measures of Patients With DSM-III Melancholic or Nonmelancholic Depression 








Patients With Patients With à i A 
Melancholic Nonmelancholic Severity of 
Subtype Subtype Age Depression” 
(N=27) (N=48) Controlled Controlled 
BOONE T E Overall for for 
Personality Measure Mean SD Mean SD (df=1, 73) (qe=)- 72) (di=1, 72) 
Eysenck Personality 
Inventory 
Neuroticism E21 6.1 13.9 5.0 1.93 0.56 1.02 
Extraversion 9.6 4.6 9.0 4.5 0.38 0.36 0.06 
Interpersonal Dependency 
Inventory 
Assertion of autonomy 26.6 Sif 27.1 7.4 0.40 0.38 1.84 
Lack of social self- 
confidence 33.1 9.6 37.2 9.3 4.13 2.28 1.94 
Emotional reliance on 
another 39.6 11.0 44.1 10.4 TE yi 2.85 221 
Interpersonal Sensitivity 
Measure 
Interpersonal 
awareness 18.4 5.0 pA 4.1 8.67° 6.22 6.24 
Need for approval 25.0 3.3 25.8 3.6 0.88 1.85 5.50. 
Separation anxiety 16.8 5.4 20.9 5.2 10.19” 6.44 732 
Timidity 21.6 4.7 23.2 4.5 233 EEE 1.03 
Fragile inner self 9.9 3.9 125 3.3 9,64” 4.63 733° 
Total 91.7 17.9 104.0 15.7 9.64” 7.33” 6.94 
Locus of control 28.1 11.8 34.5 11.3 5.35” 3.25 3.95 





Based on Hamilton depression scale score. 
Bonferroni p<0.05. 


verity of depression were controlled for in analyses of each personality scale. Thus, for the Interpersonal Sen- 
covariance. To minimize the chance of a type I error, sitivity Measure, a=0.008, for the Interpersonal Depen- 
each personality scale was considered to be a family of dency Inventory, a=0.02, and for the Eysenck Person- 
tests (38). A Bonferroni adjustment was carried out for ality Inventory, a=0.025. Second, although separate 
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TABLE 3. Scores on Personality Measures of Patients With Endogenous or Nonendogenous Depression According to Newcastle Criteria 


eee 





Patients With Patients With : mne 
Endogenous Nonendogenous Severity of 
Depression Depression Age Depression” 
(N=15) (N=60) Controlled Controlled 
Se Overall for for 
Personality Measure Mean SD Mean SD (df=1, 73) (df=1, 72) (df=1, 72) 
Eysenck Personality 
Inventory 
Neuroticism 10.0 6.4 14.1 4.9 7.14° 4.92 4.77 
Extraversion 10.1 ae 9.0 4.3 0.80 0.78 0.16 
Interpersonal Dependency 
Inventory 
Assertion of autonomy 26.2 5.5 ZZi M 0.88 0.46 0.09 
Lack of social self- 
confidence 29.5 73 37.3 9.4 itoi 7.43° 5.81° 
Emotional reliance on 
another 37.5 10.5 43.7 10.5 4.81 3,91 2.91 
Interpersonal Sensitivity 
Measure 
Interpersonal 
awareness 16.3 3.9 ži. 4.3 17.919 15.03" 13.116 
Need for approval 24.5 : 25: 3.5 1.45 2.31 0.91 
Separation anxiety 15.0 4.3 20. 5.3 13.93° 10.44” 9.52” 
Timidity 21.6 p Ze: 4.9 0.93 1.30 0.05 
Fragile inner self 8.9 3.7 12.3 16.7 10.59° 6.55 10.27° 
Total 86.3 13.8 102.8 16.7 12.46” 10.27” 3:08" 
Locus of control 27.3 [12 33:5 11.6 221 3.25 1.90 


“Based on Hamilton depression scale score. 
Bonferroni p<0.05. 

“Bonferroni p<0.01. 

‘Bonferroni p<0.001. 


personality scales were administered, several appeared 
to address similar personality constructs, suggesting 
that a refined analysis might be useful in defining per- 
sonality styles at risk for depression. To this end, we 
undertook a principal components analysis (with 
oblique rotation), deriving factor scores for each of the 
subjects, and examined for differences on these refined 
personality constructs using t tests. 


RESULTS 


Seventy-five patients met the criteria for the study; 
their mean+SD age was 43.5+16.6 years. At baseline 
assessment, the subjects had a mean Hamilton score of 
15.9+7.6 and a mean Zung score of 51.2+10.0, and 
at the 20-week assessment their mean Hamilton score 
had decreased significantly to 6.1+5.1 (t=9.06, df= 
1,71, p<0.001) and the mean Zung score to 40.8+ 
12.4 (t=5.97, df=1, 69, p<0.001). Twenty-one (28%) 
of the subjects were male. Twenty-seven (36%) of the 
patients had DSM-III melancholia, 36 (48%) of the 
patients had RDC definite endogenous depression, and 
15 (20%) of the patients fulfilled the Newcastle criteria 
for endogenous depression. 

The highest level of agreement across diagnostic sys- 
tems was between DSM-III melancholia and RDC 
endogenous depression (kappa=0.70), followed by 
DSM-III melancholia with Newcastle endogenous de- 
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pression (kappa=0.56), but there was poor agreement 
between RDC (the most “liberal” diagnostic system) 
and Newcastle (the most restrictive system) endoge- 
nous depression (kappa=0.37). For each diagnostic 
system, the patients with endogenous depression were 
older and scored higher on the Hamilton depression 
scale at the baseline assessment (significantly for the 
DSM-III and RDC systems) but not on the Zung scale 
(see table 1). At the 20-week assessment the patients 
with melancholic-endogenous depression scored as less 
depressed on the Hamilton and Zung rating scales (see 
table 1). 

Patients with DSM-III] nonmelancholic depression 
tended to have scores indicating more deviance on the 
personality measures than did those with melancholic 
depression, as shown in table 2. The only differences 
that remained significant after the severity of depres- 
sion was controlled for, however, were for the sepa- 
ration anxiety and fragile inner self subscales of the 
Interpersonal Sensitivity Measure. The total Interper- 
sonal Sensitivity Measure score was significant after 
age, but not severity, was controlled for. 

Patients with nonendogenous depression as defined 
by the Newcastle system also tended to have scores 
indicating more deviance on the personality measures 
than did those with endogenous depression (see table 
3). Their scores on the Interpersonal Dependency In- 
ventory lack of social self-confidence subscale and on 
the Interpersonal Sensitivity Measure interpersonal 
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TABLE 4. Scores on Personality Measures of Patients With Endogenous or Nonendogenous Depression According to the RDC 


F 
Patients With Patients With 
Endogenous Nonendogenous Severity of 
Depression Depression Age Depression 
(N=36) (N=39) Controlled Controlled 
eo —— Overall for or 
Personality Measure Mean SD Mean SD (df=1, 73) (df=1, 72) (df=1, 72) 
Eysenck Personality 
Inventory 
Neuroticism 13.4, 5.8 13.1 5.2 0.67 1.00 0.30 
Extraversion 9.7 4.6 8.8 44 0.74 0.73 0.41 
Interpersonal Dependency 
Inventory i 
Assertion of autonomy 25.9 6.4 27:9 fa <3 2.34 2.63 1.44 
Lack of social self- | 
confidence 35.2 10.1 36.2 92 0.45 0.01 0.02 
Emotional reliance on 
another 41.7 11.0 43.2 10.7 0.44 0.21 0.17 
Interpersonal Sensitivity 
Measure 
Interpersonal l l 
awareness 19.4 5.0 21.3 42: 3.44 1.92 2253 
Need for approval 25.4 32 25.6 38° | 0.04 0.31 0.01 
Separation anxiety 18.1 5.4 20.7 S.6 | 4.09 1.85 3.10 
Timidity 22.0 4.6 23.2 46! 1.41 2.07 0.78 
Fragile inner self 10.4 3.8 127 340} 7.69° 3.46 6.57 
Total 95.3 17.8 103.5 163 > 4.40 2.83 337 
Locus of control 30.1. 11.4 34.2 DE 2 2.22 2.17 1.67 


“Based on Hamilton depression scale score. 
Bonferroni p<0.05. 


awareness subscale, separation anxiety subscale, and 
total remained significantly higher than did those of 
patients with endogenous depression after age and se- 
verity had been controlled for (see table 3). 

When the RDC was used as the diagnostic system, 
no significant differences were found between the 
groups (see table 4). 

Although the clearest differences between diagnostic 
types were found with the Newcastle criteria, there is 
circularity in this finding because the Newcastle scale 
includes adequate personality as a criterion. Patients 
with an adequate personality would, by definition, be 
more likely to be judged as having endogenous depres- 
sion. To overcome this bias, the adequate personality 
item was deleted and the cutoff for endogenous depres- 
sion on the Newcastle scale was reduced from 6 to S. 
With this new cutoff, 18 (24%) of the patients were 
then categorized as having endogenous depression. 
Compared with the 57 patients then categorized as 
having nonendogenous depression, these 18 patients 
had a lower neuroticism score (10.3+6.5 versus 
14.2+4.8, F=7.28, df=1, 73, p<0.01) on the Eysenck 
Personality Inventory and a lower total score 
(88.8+15.2 versus 102.9+16.8, F=10.05, df=1, 73, 
p<0.05), lower interpersonal awareness score (17.2+ 
4.5 versus 21.4+4.3, F=13.08, df=1, 73, p<0.01), 
lower separation anxiety score (16.0+4.9 versus 20.5+ 
5.4, F=10.10, df=1, 73, p<0.05), and lower fragile 
inner self score (9.343.5 versus: 12.343.6, F=9.52, 
df=1, 73, p<0.05) on the Interpersonal Sensitivity 
Measure. They also scored lower on the Interpersonal 
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Dependency Inventory subscales of lack of social self- 
confidence (28.5+10.0 versus 37.6+9.4, F=12.54, df= 
1,73, p<0.01) and emotional reliance on another 
(37.4410.5 versus 43.9+10.7, F=4.99, df=1, 73, n.s.) 
and on the.locus of control measure (27.4+10.9 versus 
33.8411.8, F=4.15, df=1, 73, p<0.05). 

The principal components analysis including all per- 
sonality measures generated three factors with an 
eigenvalue ‘greater than 1 and accounted for 69.6% of 
the total variance; the first factor accounted for 44.6% 
of the total variance. Factor loadings for the three ro- 
tated factors are shown in table 5. The first factor 
suggests a dependency dimension; two of the Interper- 
sonal Dependency Inventory subscales (emotional re- 
liance on another and lack of social self-confidence’ as 
well as three of the Interpersonal Sensitivity Measure 
subscales (separation anxiety, interpersonal aware- 
ness, and fragile inner self) loaded on this factor. Neu- 
roticism and external locus of control also loaded on 
this factor. Patients with DSM-III melancholic depres- 
sion scored significantly lower on this factor than did 
patients with nonmelancholic depression (—0.42 ver- 
sus 0.23, t=2.85, df=73, p<0.01), as did patients with 
endogenous depression diagnosed by the Newcastle 
criteria (—0.80 versus 0.20, t=3.77, df=73, p<0.001). 
Although patients with endogenous depression diag- 
nosed by the RDC scored lower than patients with 
nonendogenous depression (—0.16 versus 0.15), the 
difference was'not statistically significant. 

The second ‘factor isolated an introversion dimen- 
sion; loadings from the Eysenck Personality Inventory 
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TABLE 5. Factor Loadings for Three Factors Isolated by Principal Components Analysis 


Psychological Measure 


Interpersonal Dependency Inventory: emotional 
reliance on another 

Eysenck Personality Inventory: neuroticism 

Interpersonal Dependency Inventory: lack of social 
self-confidence 

Locus of control 

Interpersonal Sensitivity Measure: separation anxiety 

Interpersonal Sensitivity Measure: interpersonal 
awareness 

Interpersonal Sensitivity Measure: fragile inner self 

Eysenck Personality Inventory: extraversion 

Interpersonal Dependency Inventory: assertion of 
autonomy 

Interpersonal Sensitivity Measure: timidity 

Interpersonal Sensitivity Measure: need for approval 


extraversion scale (loading negatively) and the asser- 
tion of autonomy subscale of the Interpersonal Depen- 
dency Inventory (loading positively) were most dis- 
tinct. The items on the assertion of autonomy subscale 
identify a preference for being alone rather than nec- 
essarily referring to being autonomous or independent, 
which explains the negative correlation between these 
two scales. No differences were found between the di- 
agnostic groups on the factor scores derived from this 
scale, although there was a trend for the patients with 
endogenous depression to score lower on this factor, 
suggesting that patients with nonendogenous depres- 
sion were more introverted. . 

The third factor isolated two aspects of interper- 
sonal sensitivity—timidity and a need for approval. No 
differences were found between the diagnostic groups 
on this factor. 


DISCUSSION 


The results reported here give some support to the 
proposition that patients with melancholic-endoge- 
nous depression have scores indicating less deviance 
than patients with nonmelancholic-nonendogenous 
depression on personality measures held to reflect risk 
factors for depression. However, although the patients 
with endogenous depression had scores indicating less 
deviance on the personality measures, only a few of the 
differences were statistically significant (particularly 
after age and severity were partialed out), perhaps a 
result of our setting alpha conservatively to minimize a 
type I error. The most pronounced differences between 
diagnostic types were found for patients diagnosed ac- 
cording to the Newcastle scale—patients with endog- 
enous depression showed less interpersonal sensitivity, 
less emotional reliance on another, and lower neurot- 
icism than did patients with nonendogenous depres- 
sion. Differences were also established for the patients 
with DSM-III melancholic depression, who, in addi- 
tion, had lower interpersonal sensitivity and depen- 
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Factor 1: Factor 2: Factor 3: 

Dependency Introversion Timidity 
0.86 9.21 0.08 
0.83 ~1).16 0.04 
0.80 0.27 0.03 
0.75 0.12 0.10 
0.71 0.06 —0.35 
0.62 0.01 —0.42 
0.58 0.20 20:3. 
0.00 ~—0.83 0.24 
0.07 0.72 0.24 
0.00 0.10 —0.88 
0.12 —0.44 —0.60 


dency scores than the patients with nomendogenous 
depression. When the Newcastle scale was modified to 
remove the adequate personality item ar the cutoff 
score was lowered, the differences for neuroticism, In- 
terpersonal Sensitivity Measure subscales, and the lack 
of social self-confidence subscale of the Interpersonal 
Dependency Inventory persisted. Results for the RDC- 
diagnosed patients with endogenous or nonendoge- 
nous depression were not so clear-cut; czly one sig- 
nificant difference was four.d between the zwo groups. 

It is noteworthy that the differences were more ap- 
parent when smaller subgroups of patiess with mel- 
ancholic-endogenous depression were defined and that 
the Newcastle scale identified the smallesz proportion 
compared with the RDC, which identified nearly half 
the sample as having endogenous depression. In this 
study we used the DSM-III criteria for melancholic 
depression because the data were collected before the 
introduction of DSM-III-R. The criteria ir. DSM-ITI-R 
for melancholia now include items similar zo the New- 
castle criteria, particularly the criterion oi “‘no signifi- 
cant personality disturbance before first major depres- 
sive episode.” We were not able to examine the effect 
of this change in diagnostic criteria on personality dif- 
ferences between patients with different rypes of de- 
pression, but we note that Zimmerman et al. (28) 
found that patients with DSM-III-R mele=cholia had 
less personality disturbance than these with DSM-III 
melancholia. 

The binary view of depression holds that categorical 
depressive illness has genetic and biochem zal determi- 
nants and that residual depressive disorders are more 
determined by an interaction between perzonality and 
psychosocial stressors. The binary view :3 supported 
by demonstrating “a more stable and well-integrated 
life-style as reflected by lower rates cf premorbid per- 
sonality disorder” (39, p. 235) in patients with melan- 
cholic-endogenous depression. 

In this study we have focused on the personality of 
patients with remitted depression. The ext=nt to which 
this is a measure of premorbid personality is unclear. 
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Hirschfeld et al. (40) pointed out that personality mea- 
sured when the patient has recovered may be distorted 
in two ways. First, the experience of a depressive epi- 
sode may adversely affect the patient’s personality, 
leading to scores indicating deviance on recovery. This 
point is acknowledged, and speculations that the per- 
sonality features of our recovered depressive patients 
were accurate reflections of premorbid personality 
need to be treated with caution. With this caveat in 
mind, the differences established between the different 
types of depression can still be interpreted as suggest- 
ing that patients with nonmelancholic-nonendogenous 
depression have a more vulnerable personality. Sec- 
ond, it is possible that the higher scores on personality 
measures of the patients with nonmelancholic-non- 
endogenous depression may have reflected residual 
symptoms rather than personality functioning. This 
point is conceded, particularly in view of the fact that 
the patients with nonmelancholic-nonendogenous de- 
pression had higher scores on the depression measures, 
but this would not account fully for differences be- 
tween groups, as was shown when the severity of de- 
pression was partialed out. The relationship between 
residual symptoms and personality functioning is a 
complex one. Individuals with dysfunctional personal- 
ity (judged by high scores on personality measures) 
may also have symptoms of depression, both during 
and after the episode. If residual symptoms and per- 
sonality dysfunction are present they will be corre- 
lated, but such a correlation does not necessarily dem- 
onstrate causality (in either direction), and that could 
be resolved only with a longitudinal study. Although it 
is possible that the higher personality scores of the 
patients with nonmelancholic-nonendogenous depres- 
sion may reflect residual symptoms, it is equally pos- 
sible that residual symptoms result from personality 
dysfunction, demonstrating the poorer prognosis of 
sensitive or “thin-skinned” individuals (41). 

With this point in mind, our findings offer some 
support for the binary view of depression and for the 
idea that the nonmelancholic-nonendogenous type of 
depression is more likely to have personality vulnera- 
bility. The most pronounced differences occurred when 
the Newcastle system was used to diagnose the different 
types, in agreement with Zimmerman et al. (39), who 
reported that this was the only measure of endogeneity to 
be supported by lower rates of premorbid personality 
disorder in patients with endogenous depression than in 
patients with nonendegenous depression. 

The personality scales that best discriminated types 
af depression (especially according to the Newcastle 
criteria and, to a lesser extent, DSM-III) were the in- 

erpersonal awareness, separation anxiety, and fragile 
inner self subscales of the Interpersonal Sensitivity 
Measure and, to a lesser extent, the emotional reliance 
on another subscale of the Interpersonal Dependency 
Inventory and the neuroticism scale of the Eysenck 
Personality Inventory. These findings sharpen any def- 
inition of personality vulnerability in nonmelancholic- 
nonendogenous depression and support the observa- 
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tions made by Bowlby (42) in describing difficulties 
associated with the formation and maintenance of af- 
fectional bonds in the genesis of depression. Further 
support for sensitivity to interpersonal interactions 
contributing to depression comes from two prospec- 
tive studies. Hirschfeld et al. (40) assessed individuals 
with no history of mental disorder. A subgroup of 31— 
41-year-olds who had a first episode of major depres- 
sion in the 6-year follow-up period scored significantly 
higher on two of the Interpersonal Dependency Inven- 
tory subscales (emotional reliance on another and lack 
of social self-confidence), which emphasizes the impor- 
tance of interpersonal dependency as a risk factor for 
depression. Additionally, in another prospective study 
design of primigravid women who had not previously 
been depressed (our unpublished work), high interper- 
sonal sensitivity (measured by using the Interpersonal 
Sensitivity Measure) was associated with a five-fold 
higher risk of becoming depressed in the 6 months 
following childbirth. 

The first factor isolated by the principal components 
analysis discriminated particularly well between types 
of depression; the patients with nonmelancholic-non- 
endogenous depression had higher scores. This depen- 
dency factor comprises those subscales which have 
been proposed as reflecting depression-proneness, par- 
ticularly dependency, interpersonal sensitivity, neurot- 
icism, and an external locus of control. Future research 
may benefit from focusing on such constructs in quan- 
tifying personality vulnerability to depression. 

In summary, we have found that patients with mel- 
ancholic-endogenous and nonmelancholic-nonendoge- 
nous depression differ from each other in certain at- 
risk personality characteristics. We are unable to state 
whether the personality characteristics of interest are 
necessarily overrepresented in patients with nonmelan- 
cholic disorders or underrepresented in patients with 
melancholic depression because such a conclusion 
would require comparison with a normal population. 
Determining the extent to which personality style is a 
potential at-risk variable for either type of depression 
would require a case-control strategy and, ideally, a 
prospective design. What we have established is that 
types of depression do differ on such personality di- 
mensions and that such differences are unlikely to re- 
flect any state mood effect, findings compatible with 
the binary view of depression. 
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Depression in Dementia of the Alzheimer Type 
and in Multi-Infarct Dementia 


Peter Fischer, M.D., Ph.D., Margarete Simanyi, M.D., Ph.D., and Walter Danielczyk, M.D. 


The authors used the Hamilton Rating Scale for De- 
pression and a rating of depressed mood to investigate 
the prevalence of depression in SS patients with Alz- 
heimer’s disease, 37 patients with multi-infarct demen- 
tia, and 30 nondemented comparison subjects. The 
prevalence of depressed mood depended on the sever- 
ity of dementia as measured by the Mini-Mental State 
examination and was significantly lower among pa- 
tients in more severe stages of Alzheimer’s disease but 
not among patients with severe multi-infarct dementia. 

(Am J Psychiatry 1990; 147:1484-1487) 


ementia of the Alzheimer’s type and multi-infarct 

dementia account for about 90% of dementias in 
geriatric cohorts, as demonstrated by neuropatholog- 
ical examination (1, 2). Estimates of depression range 
from 0% to 87% (3—8) in Alzheimer’s disease and 
from 19% to 27% in multi-infarct dementia (4, 5). 
Depressive symptoms burden the patients and their care- 
givers and may be treated with antidepressant drugs 
(5, 6, 9). Untreated symptoms of depression may be 
one important factor in the decision to institutionalize 
a demented patient. Motwithstanding the importance 
of depression in dementing disorders, to our knowl- 
edge no study has d:rectly compared depression in 
Alzheimer’s disease with that in multi-infarct dementia 
in relation to severity of dementia. 

Depression in demented patients can either be de- 
fined as depressive disorder (i.e., DSM-III-R major af- 
fective disorder) or can be described at the level of 
depressive symptoms. Depressive symptoms can be 
roughly classified into affective (depressed mood), cog- 
nitive (hopelessness, helplessness, worthlessness, mem- 
ory complaints), sometic (appetite, sleep, libido), and 
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psychomotor categories. Somatic and psychomotor 
symptoms are particularly common in old age without 
coexisting depressive disorder and are therefore non- 
specific (10). Cognitive symptoms in demented pa- 
tients are usually not attributed to depression. Affec- 
tive symptoms are therefore the hallmark of depression 
in the demented elderly (3, 11). 

For that reason, in addition to rating depression by 
the “gold standard,” the Hamilton Rating Scale for 
Depression (12), which might be a sum score of de- 
pressive symptoms of heterogeneous etiology in the 
demented elderly (13—15), we also investigated depres- 
sive affect, rated independently from the Hamilton 
depression scale. We tried to answer the question 
of whether depression depends on severity of dementia 
in Alzheimer’s disease and multi-infarct dementia, 
respectively. 


METHOD 


The patients, 5S with Alzheimer’s disease and 37 
with multi-infarct dementia, were inpatients of the 
neurological department of a geriatric hospital. They 
took part in a prospective, longitudinal investigation 
of dementia in the elderly (16) and gave their consent 
to participate in our investigation after the nature of 
the procedure had been fully explained. 

Dementia was diagnosed according to DSM-III-R. 
Grading of severity of dementia was carried out by 
using the Mini-Mental State examination (17). Ac- 
cording to the criteria of Folstein (18), only patierts 
with Mini-Mental State scores of less than 24 were 
considered demented. Mild dementia was defined by 
Mini-Mental State scores ranging from 16 to 23; mod- 
erate dementia, by scores from 6 to 15; and severe 
dementia, by scores less than 6 (16). In the multi-in- 
farct group 21 patients had mild dementia, 12 had 
moderate dementia, and four had severe dementia; in 
the Alzheimer’s disease group the numbers were 23, 
13, and 19, respectively. 

All Alzheimer’s disease and multi-infarct dementia 
patients had been selected to fit the diagnostic criteria 
of DSM-III-R. Alzheimer’s disease patients also ful- 
filled the criteria for probable dementia of Alzhei- 
mer’s type of the Work Group of the National Institute 
of Neurological and Communicative Disorders and 
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TABLE 1. Characteristics of 37 Patients With Multi-Infarct Dementia, 55 Patients With Alzheimer’s Disease, and 30 Noxdemented Com- 


parison Subjects 


Age (years) 
Group Women Men Mean SD _ Range 
Multi-infarct dementia 28 9 76.6 7.0 59-85 
Alzheimer’s disease 48 7 79.4 8.8 58-93 
Comparison 28 2 78.2 4.5 69-87 


Mini-Mental State 


Hamilton Depres- Dezressed Mood 


Score? sion Sca‘e Score Szale Score® 
Mean SD Range Mean SD Range Mean SD Range 
14.6 6.5 0~23 10.3 4.3 3-19 3.7 1.3 1-7 
11.5 91 0-23 12.4 5.8 2-27 4.1 1.7 1—7 
28.6 10 27—30 2.4 17 0-7 Ls 0.9 1—5 


“Significant difference among the three groups (F=55.32, df=2, 119, p=0.0000). 
®Significant difference among the three groups (Kruskal-Wallis rank ANOVA; x2=60.58, df=2, p=0.0C00). 
“Significant difference among the three groups (Kruskal-Wallis rank ANOVA; x*=46.76, df=2, p=0.0600). 


Stroke and the Alzheimer’s Disease and Related Dis- 
orders Association (19). Diagnosis was based on a 
complete medical and neuropsychiatric examination 
including history, physical examination, ECG, EEG, 
CT of the brain, investigation of the ocular fundi, 
blood count, biochemistry (electrolytes, liver and kid- 
ney function, vitamin B43, folic acid), thyroid function, 
and serological tests for syphilis and AIDS. 

The Hamilton Rating Scale for Depression (12) was 
scored by an independent rater (M.S.), who was blind 
to symptom rating. Depressed mood was rated on a 
7-point scale taken from the Sandoz Clinical Assess- 
ment—Geriatric (20) (1=not present, 2=very mild, 3= 
mild, 4=mild to moderate, 5=moderate, 6=moderate- 
ly severe, and 7=severe). The item description was, 
“Dejected, despondent, helpless, hopeless, preoccupa- 
tion with defeat or neglect by family or friends, hypo- 
chondriacal concerns, functional somatic complaints, 
early waking. Rate on patient’s statements, attitude 
and behavior.” This item was rated by the physician in 
agreement with the patient’s nurse. No patient re- 
ceived antidepressants at the time of the investigation 
or for 2 weeks previously. 

Thirty comparison subjects, from a home for the 
aged in the same district of Vienna as the geriatric 
hospital, volunteered for the study. Residents in this 
home were comparable to our chronic care inpatients 
with regard to education (years in school), socioeco- 
nomic status (income per month), gender, and age. 
They were clinically not demented and scored higher 
than 26 on the Mini-Mental State. 

Statistical analysis was performed at the computer 
center of the University of Vienna with the Statistical 
Package for the Social Sciences. Parametric procedures 
were used only with the dependent variables of age and 
Mini-Mental State score and included Student’s t test 
and one-way analysis of variance (ANOVA). Depres- 
sion ratings were evaluated by nonparametric proce- 
dures: Mann-Whitney U test (for samples of more 
than 30 cases, U was transformed into a normally dis- 
tributed Z statistic), Kruskal-Wallis one-way rank 
ANOVA (computes H statistic, which has approxi- 
mately a chi-square distribution), and rank-order cor- 
relation coefficient (Spearman’s rho). The level of sig- 
nificance was 0.05 (two-tailed). 
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RESULTS 


Characteristics of patients and comperison subjects 
are shown in table 1. Multi-iniarct dementia patients 
were slightly younger than Alzheimers disease pa- 
tients. According to the Mini-Mental S-ate, dementia 
was slightly more severe in patients with Alzheimer’s 
disease than in patients with multi-infarct dementia 
(t=1.81, df=91, n.s.); we investigated only four se- 
verely demented patients with multi-intarct dementia 
as opposed to 19 severely demented A“zheimer’s dis- 
ease patients. The mean Hamilton dezression score 
was higher for patients with Alzheimer’s disease than 
for patients with multi-infarct dementic, but this dif- 
ference did not reach significance (Z=—1.51, Mann- 
Whitney U test). Nondemented compérison subjects 
had significantly lower scores on the Hamilton scale 
than the two other groups. Mean+SD Hamilton scores 
did not differ significant:y among the various stages 
of multi-infarct dementia (10.5+4.0 fer mild, 9.9 
5.3 for moderate, and 10.5+3.0 for severe dementia) 
(x?=0.14, df=2, n.s., Kruskal-Wallis one-way rank 
ANOVA). The mean Hamilton scores were compara- 
ble in mild and moderate Alzheimer’s disease (13.1 
6.5 and 14.3+5.2), but the mean score was signifi- 
cantly lower in severe Alzheimer’s disease (9.9 
3.9) (x7=6.06, df=2, p<0.05, Kruskal-Wallis rank 
ANOVA). 

Depressed mood was comparable in patients with 
multi-infarct dementia and Alzheimer’s disease (mean 
rank scores=47.32 and 45.95, respectively; Z=—0.25, 
n.s., Mann-Whitney U test). Depressed mood in- 
creased slightly from mild to moderate and from mod- 
erate to severe multi-infarct dementia (x“=5.72, df=2, 
n.s., Kruskal-Wallis one-way rank ANOVA). De- 
pressed mood differed significantly amcng the various 
stages of Alzheimer’s disease (y*=1139, df=2, p< 
0.005, Kruskal-Wallis one-way rank ANOVA). 

In Alzheimer’s disease, depressed mood correlated 
quite significantly with the Mini-Mental State score: 
depressive affect was mider in more severe dementia 
(r,=0.50, N=55, p<0.001). In patients with multi-in- 
farct dementia, depressed moad did nor correlate with 
Mini-Mental State scores (r,=~-0.20, N=37, n.s.) 
Correlations between Hamilton depression scale 
scores and Mini-Mental State scores were nonsignifi- 
cant in patients with multi-infarct dementia (r,= 
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~0.02, N=37) but revealed a significantly lower de- 
gree of depression in more severe Alzheimer’s disease 
(r,=0.27, N=55, p<0.05). The mood rating corre- 
lated quite significantly with the Hamilton depression 
score in comparison subjects (r,=0.57, N=30, p< 
0.001) but did not do so in patients with multi-infarct 
dementia (r,=0.09, N=37, n.s.) and did so only some- 
what significantly in Alzheimer’s disease patients (r,= 
0.28, N=55, p<0.05). 


DISCUSSION 


This study showed a comparable degree of depres- 
sion in our samples of multi-infarct dementia and 
Alzheimer’s disease patients by using the Hamilton de- 
pression scale. The Hamilton depression scores did not 
differ among mild, moderate, and severe multi-infarct 
dementia, but the score was significantly lower in se- 
vere Alzheimer’s disease. This could be confirmed with 
the 7-point mood rating that was independent of the 
Hamilton depression rating. Thus, the significance of 
depressive affect in the diagnosis of multi-infarct de- 
mentia and Alzheimer’s disease depends on severity of 
dementia. Investigating severely demented patients 
might favor the view that depression is a typical symp- 
tom in multi-infarct dementia, but investigations of 
mild-to-moderately demented patients might find de- 
pression more pronounced in Alzheimer’s disease. 
The diagnostic validity of the depression item of the 
ischemic score (21), which has not been confirmed 
in all three neuropathclogical validations of the scale 
(22—24), is therefore restricted to severely demented 
patients. | 

Depression in Alzheimer’s disease has been associ- 
ated with pathology of the noradrenergic, dopaminer- 
gic, serotonergic, and cholinergic systems (25-29). A 
recent study demonstrated the relative preservation of 
cholinergic activity in several subcortical brain regions 
of depressed Alzheimer’s disease patients and sug- 
gested that there is a threshold for central cholinergic 
function below which the clinical expression of depres- 
sion is not possible (26). To our knowledge, ours is the 
first study to show a lower prevalence of depression in 
severe Alzheimer’s disease. However, it is also possible 
that with increased loss of neurons, the patients might 
no longer be concerned about their illness, with resultant 
blunting of affective response (30). The latter mechanism 
might also work in mul:i-infarct dementia, but a severe 
enough degree of dementia is rarely found i in multi-in- 
farct dementia. We found that 13 Alzheimer’s disease 
patients were not testable with the Mini-Mental State, 
compared to only one patient with multi-infarct demen- 
tia (who was not rated as depressed). 

Depression in stroke patients has been associated 
with lesion location, lesion volume, psychological re- 
actions to physical impairment, and disruption of the 
noradrenergic and/or serotonergic system (31-35). 
The correlation of lesion volume and physical impair- 
ment with depression might explain the slightly higher 
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rates of depressive affect in patients with more severe 
multi-infarct dementia. We found no clear association 
between lesion location (on cranial CT) and depression 
in multi-infarct dementia. 

Three other clinical studies compared depression in 
multi-infarct dementia and in Alzheimer’s disease. 
Reding et al. (4), investigating outpatients, found de- 
pression more common in Alzheimer’s disease. Daniel- 
czyk (36) described a higher rate of antidepressant 
treatment in early Alzheimer’s disease, and a higher 
rate of antidepressant treatment in advanced multi- 
infarct dementia. Cummings et al. (5), who investi- 
gated multi-infarct dementia and Alzheimer’s disease 
patients with a degree of dementia comparable to that 
in our patients, found depression more common in 
multi-infarct dementia. They accepted Hamilton 
scores of 9 or above as indicative of some degree of 
depression and found that 17% of the Alzheimer’s dis- 
ease patients, compared to 60% of the patients with 
multi-infarct dementia, were in the depressed range; 
comparable figures in the present study were 80% 
(N=44 of 55) and 70% (N=26 of 37), respectivelv. 
There are at least four possible explanations for the 
higher rate of depression in Alzheimer’s disease pa- 
tients in our investigation. We studied chronic inpa- 
tients, who are said to show a higher degree of depres- 
sion (8, 37); studies using information from caregivers 
rather than self-observations from demented patients 
also found higher rates of depression (7); on average, 
Our patients: were 9 years older than those of Cum- 
mings et al.; and the latter study used the ischemic 
score (21), which contains the item “depression,” to 
discriminate between multi-infarct dementia and 
Alzheimer’s disease and thus introduced logical circu- 
larity because depressed patients tended to be classified 
as having multi-infarct dementia. © 

Studies investigating mild stages of Alzheimer’s dis- 
ease have consistently found high rates of depression 
(4—8, 38). The exception is the study by Knesevich et 
al. (3), in which the Hamilton and Zung depression 
scales were administered to patients with early Alzhei- 
mer’s disease who, by definition, had no history of 
depression “at any time during their lives.” Lazarus et 
al. (6) found that 20% of mildly demented outpatients 
with Alzheimeris disease had Hamilton depression 
scores higher than 18, which is the usual criterion for 
including depressed inpatients in antidepressant drug 
trials. Using this cutoff score, we found only one (3 %) 
of our multi-infarct dementia patients and seven 
(13%) of our Alzheimer’s disease patients in the de- 
pressed range. We thus speculate that severity of de- 
pression is even higher in mildly demented Alzheimer’s 
disease outpatients than in our Alzheimer’s disease in- 
patients and that it decreases progressively during the 
course of the disease. The latter speculation must be 
proven in a longitudinal study. Whether such a release 
from depression in severe Alzheimer’s disease is related 
to the progressive loss of cholinergic activity must be 
proven in clinicopathological studies. 
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Value of the DST for Predicting Response of Patients 
With Major Depression to Hospitalization and Desipramine 


J. Craig Nelson, M.D., Carolyn M. Mazure, Ph.D., and Peter I. Jatlow, M.D. 


The authors examined the value of the dexametha- 
sone suppression test (DST) for predicting response of 
patients with unipolar. nonpsychotic major depression 
to 1 week of hospitalization without antidepressant 
drugs and to a 4-week trial of desipramine at a fixed 
plasma level. The rates of response to hospitalization 
without drug treatment (defined as a score of 12 or less 
on the Hamilton Rating Scale for Depression) were not 
significantly different for the patients with a positive 
DST and those with a negative DST. This finding dif- 
fers from those of prior studies of the DST and 
response to placebo. The responses of the DST-posi- 
tive and DST-negative patients to desipramine also did 
not differ, a finding that replicates those in some prior 
reports. 

(Am J Psychiatry 1990; 147:1488-1492) 


he dexamethasone suppression test (DST), which 

has been widely studied as a biological marker of 
depression and suggested as a test for melancholia (1), 
has also been proposed as a predictor of outcome. In 
1979 Brown et al. (2) suggested that patients with a 
positive DST (i.e., who did not suppress cortisol) were 
more responsive to somatic treatment than depressed 
patients with a negative DST, a finding that was 
quickly replicated (3, 4). Brown et al. (5) further sug- 
gested that patients with a positive DST were more 
likely to respond to noradrenergic antidepressants 
(desipramine and imipramine) than to more serotoner- 
gic drugs such as amitriptyline and clomipramine. Sub- 
sequently, numerous investigators explored the value 
of the DST for predicting drug response; however, as 
other reviewers have concluded (6—8), the findings 
with respect to both hypotheses—that patients with 
positive DST results have a better response to somatic 
treatment generally and that they have a better re- 
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sponse to noradrenergic antidepressants specifically— 
have been contradictory. 

A more consistent finding has been the association 
of a positive DST with poor response to placebo. Pe- 
selow et al. (9) reported that in depressed outpatients 
treated with placebo for 3—6 weeks, none of seven 
nonsuppressors responded, compared with seven 
(58%) of 12 suppressors. In a subsequent inpatient 
sample, Peselow et al. (10) noted that none of five 
nonsuppressors and seven (58%) of 12 suppressors re- 
sponded to 3—4 weeks of placebo treatment. Brown et 
al. (11) found that only one (8%) of 12 depressed 
outpatients who were nonsuppressors was responsive 
to placebo, while 16 (59%) of 27 suppressors were 
placebo responders. Consistent with these reports, 
Preskorn et al. (12) noted greater drug-placebo differ- 
ences in DST-positive children treated for depression 
than in DST-negative patients. Georgotas et al. (13) 
failed to find a difference in response to placebo in 
patients with positive and negative findings on the 
DST; however, in their elderly sample, rates of re- 
sponse to placebo were low in both groups, 

A positive DST has also been associated with less 
favorable response to psychosocial treatment. Rusa 
(14) found that none of five depressed outpatients who 
were nonsuppressors of cortisol responded to cognitive 
therapy, while eight (89%) of the nine suppressors 
were responsive. Recently, Robbins et al. (15) exam- 
ined response to 6 weeks of psychosocial treatment 
without somatic therapy in adolescents hospitalized 
for depression and reported that none of seven DST 
nonsuppressors responded, while 18 (58%) of 31 sup- 
pressors improved with this treatment. These data sug- 
gest that the DST may be of value in identifying pa- 
tients who are unlikely to respond to placebo or 
psychosocial treatments and for whom somatic treat- 
ment is likely to be required. 

In the current study we examined the value of the 
DST for predicting response to a 1-week period ož 
hospitalization without antidepressant treatment and 
response after a 4-week trial of desipramine at a fixec 
plasma level. We were particularly interested in 
whether a positive DST would predict poor response 
to hospitalization without antidepressant treatment 
just as it has predicted poor response to placebo in 
prior studies. 
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METHOD 


The methodology of the study has been described in 
detail elsewhere (16). Briefly, the study was conducted 
in two phases. In phase 1 response was assessed after 1 
week of hospitalization during which no antidepres- 
sant medication was administered. In phase 2 response 
was determined after a 4-week trial of desipramine in 
which the dose was rapidly adjusted to achieve a ther- 
apeutic plasma level. All but one of the nonresponding 
patients in phase 1 entered phase 2; however, phase 2 
also included other patients who had not been rated 
during the initial 3 days of hospitalization. 


Subjects 


Patients consecutively admitted to a general hospital 
adult psychiatric unit who had nonpsychotic, unipolar 
major depression according to DSM-III criteria were 
included. Psychotic and bipolar patients were ex- 
cluded, as were patients with schizophrenia, organic 
brain disease, active medical illness, or recent alcohol- 
ism, drug abuse, or eating disorder. In addition, pa- 
tients having medical conditions or receiving medica- 
tions known to affect the DST (1, 8) were excluded. 

Fifty-one patients (36 female and 15 male) with ma- 
jor depression were included in phase 1. Only patients 
whose initial rating was done within 3 days of admis- 
sion were included in this phase because response to 
hospitalization was rated at 1 week. The mean+SD 
age of the sample was 43.0415.7 years. The meant 
SD duration of the episode was 27+71 weeks. The 
mean=+SD score on the 17-item Hamilton Rating Scale 
for Depression (17) was 22.9+5.9. Eighteen of the 51 
patients met the DSM-III criteria for melancholia. 
Thirteen of the 51 patients had preexisting nonaffec- 
tive psychiatric disorders, i.e., secondary depression. 
Fourteen patients had coexisting dysthymia, and 29 of 
the 51 had recurrent depression. 

In phase 2 patients with major depression who had 
failed to respond during the first week of hospitaliza- 
tion without antidepressant medication began drug 
treatment. Additional exclusion criteria included a his- 
tory of adverse reactions to desipramine or prior use of 
desipramine during this episode. Fifty-seven patients 
(46 female and 11 male) began desipramine treatment. 
(This number included 32 nonresponders from phase 1 
and 25 other patients who met the entry criteria but 
had not been rated within 3 days of admission as phase 
1 required.) The mean age of the patients in phase 2 
was 48.0+16.0 years. Their mean initial Hamilton de- 
pression score was 24.1+4.5, and the mean duration 
of the depressive episode was 38+70 weeks. Of the 57 
patients, 26 were melancholic according to DSM-III 
criteria, 19 had secondary depression, 14 had coexist- 
ing dysthymia, and 38 had recurrent depression. 
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Procedures 


Symptoms were assessed by a research nurse who 
was blind to the DST results, using the Yale Depres- 
sion Inventory, for whick. the reliability of individual 
items has been previously reported (18). The inventory 
provides a structured interview for the 17-item Hamil- 
ton depression scale and the severity anc improvement 
items from the Clinical Global Improvement (CGI) 
scale (19), and it rates the DSM-III criteria for melan- 
cholia, psychotic depression, and pan-c disorder. A 
shortened version of the inventory that included the 
CGI and the Hamilton scale was then repeated after 1 
week of hospitalization without desipramine and 
weekly throughout the 4-week desipramine trial. 

In phase 1 no psychotropic medications were admin- 
istered except lorazepam, which was allowed for sleep 
and agitation. In phase 2 plasma samples drawn 24 
hours after a standardized milligram-per-kilogram de- 
sipramine dose were used to calculate zhe dose neces- 
sary to achieve a target plasma desipramine level of 
140 ng/ml (20). The full calculated dose (50—590 mg/ 
day) was begun by the third day of drug treatment and 
continued for 4 weeks. Plasma samples were obtained 
during weeks 2, 3, and 4 and were averaged to deter- 
mine steady-state levels. Plasma concentrations of de- 
sipramine were determined by using a modification of 
a high-performance liquid chromatography method (21). 
The mean+SD desipramine plasma levzl obtained was 
164+46 ng/ml. 

The DST was given before drug treatment, usually 
during the first week of hospitalization (an average of 
4.6 days afer admission). One milligram oz dexa- 
methasone was administered orally at 11:00 p.m. 
Blood samples were drawn the following day at 8:00 
a.m. and 4:00 p.m. from all but seven patients; sam- 
ples from these seven were obtained at 4:00 p.m. and 
11:00 p.m. For all patients, two samples were obtained 
and the highest cortisol value was used. In the early 
part of the study, serum certisol levels were deter- 
mined with a fluorometric technique (22). Recognizing 
that this procedure has some nonspecific fluorescent 
background, we used a higher cutoff of 7 pg/dl to 
define nonsuppression of cortisol (23). In the second 
half of the study, cortisol levels were determined with 
a radioimmunoassay technique (GAMMACOAT, 
Travenol-Genentech Diagnostics). For these patients, 
the commonly used cutoff of 5 pg/dl was applied (1). 
Although a higher cutoff was used for the fluorometric 
method, only three patients had cortisol levels of 6 or 
7 we/dl that were affected by the difference. 


Definition of Response and Data Analysis 


In phase 1 the primary criterion for response was a 
Hamilton depression score of 12 or less after 1 week of 
hospitalization. A dichotomous rating of response/ 
nonresponse was selecied, since a decision whether to 
begin giving antidepressants was required. The score 
of 12 or less had been used in a prior study of placebo 
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TABLE 1. DST Results and Response of Patients With Major Depression to Hospitalization and Desipramine 


After 1 Week of Hospitalization (Phase 1) 


After 4 Weeks of Desipramine (Phase 2) 


(N=51) (N=42) 
Responders’? Nonresponders Responders”? Nonresponders 
DST Result N % N %o N %o N So 
Negative 8° 32 17 68 16° 73 6 27 
Positive 10° 3 16 62 a 55 9 45 


"Score of 12 or less on the Hamilton Rating Scale for Depression. 


Rating of much or very much improved on the Clinical Global Improvement scale. 


“Chi-square analysis of response by DST result not significant. 


response (24), patients with scores of 12 or less usually 
dic not require drug treatment, and this score best 
divided patients into those with no or mild depression 
and those with moderate to severe depression. We also 
identified patients who improved by at least 50% on 
the Hamilton scale. For those identified as hospital 
responders (score of 12 or less), we determined wheth- 
er the apparent response was sustained for the remain- 
der of the hospitalizat:on. The chi-square test with 
Yates’ correction or Fisher’s exact test was used to 
assess the relationship of the DST results and 1-week 
response. 

In phase 2 the primary definition of response was a 
dichotomous split in the CGI ratings (no or minimal 
improvement versus much or very much improve- 
ment). A patient had to complete the entire 4-week 
tria: before he or she was judged to be a nonresponder 
(except for three patients whose depressive symptoms 
worsened before completion of the trial). Patients who 
improved, met the response criterion, and were dis- 
charged before 4 weeks were included with the re- 
sponders. Of the 57 patents who began desipramine, 
eight developed side effects, seven left the hospital pre- 
maturely for nonclinical -easons, and 42 completed the 
desipramine trial. Dropouts were somewhat but not 
significantly less likely than completers to be nonsup- 
pressors of cortisol (three of 15 versus 20 of 42; 
x?=2.45, df=1, p=0.12'. 


RESULTS 


A total of 76 patients were included in either phase 
1 or phase 2, and 34 of them had a positive DST. The 
frequencies of a ‘positive DST were nearly identical for 
the fluorometric and radioimmunoassay methods of 
cortisol determination: 18 of 40 (45%) and 16 of 36 
(44%), respectively. Associations of the pretreatment 
DST findings with descriptive features were examined 
in this total group. A positive DST was not signifi- 
cantly correlated with age, sex, global severity, episode 
duration, or recurrence of depression. There were 
trends for an association of the DST finding with the 
total Hamilton depressior. score at admission (r=0.20, 
df=74, p=0.08), with tae presence of melancholia 
(r=0.16, df=74, p=0.16), and with reported weight 
loss {r=0.20, df=74, p=0.08), but in no case was 
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the correlation substantial or statistically significant. 
Lorazepam was used for sleep or anxiety by 31 pa- 
tients, but neither the use of lorazepam nor the 
lorazepam dose was significantly correlated with DST 
results. 

To test the possibility that stress at the time of ad- 
mission might have affected the DST findings, we ex- 
amined DST results in relation to the timing of the test. 
In the total group the DST was done an average of 5.6 
days after admission to the hospital and 4.6 days after 
admission to the psychiatry unit (some patients were 
first admitted to a medical unit). Neither time interval 
was significantly correlated with DST results. Of the 
20 patients who were given the DST within 2 days of 
admission, 50% (N=10) were nonsuppressors of cor- 
tisol, in comparison with 43% (N=24) of the 56 pa- 
tients who had the DST after 2 days; this difference 
was not significant (y7=0.08, df=1, ns.). 


Phase 1: The DST and Response to Hospitalization 


Twenty-six of the 51 patients in phase 1 had a pos- 
itive DST, and 10 of these 26 patients were responsive 
to hospitalization; eight of the 25 DST-negative pa- 
tients were responsive (y7=0.03, df=1, n.s.) (table 1). 
When hospital response was defined as 50% improve- 
ment in the Hamilton depression score, six of the 26 
DST-positive patients and four of the 25 DST-negative 
patients were responders to hospitalization, again not 
a significant difference (x*=0.08, df=1, n.s.). Four pa- 
tients had Hamilton depression scores of 12 or less on 
admission (the scores were 12, 12, 11, and 9); two of 
the four had positive DST results. We retained these 
patients in the study, since they met the criteria for 
current major depression, they required hospitaliza- 
tion, and we anticipated that some of them might 
worsen during the first week. However, when these 
patients were dropped from the analysis because of 
their low depression scores, the findings were unaf- 
fected: eight (33%) of the 24 DST-positive and six 
(26%) of the 23 DST-negative patients were hospital 
responders (y7=0.05, df=1, n.s.). 

To control for the possibility that concurrent medi- 
cations not recognized as affecting the DST might have 
interfered with the test, the 19 patients receiving these 
drugs were dropped and the analysis redone. Again, 
there was no suggestion of a relationship: four (31%) 
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of 13 DST-positive and seven (37%) of 19 DST-nega- 
tive patients were hospital responders (Hamilton de- 
pression score of 12 or less) (y*=0.00, df=1, n.s.). 
Lorazepam dose was higher for the nonresponders 
(r=0.32, df=74, p=0.02), suggesting that there was 
greater use of lorazepam by the patients who did 
poorly. However, the partial correlation of DST results 
and hospital response remained nonsignificant when 
lorazepam dose was controlled. 

Hospital responders (Hamilton depression score of 
12 or less) were further examined to determine 
whether their response was sustained. Twelve of the 18 
patients continued to do well and were discharged 
without having taken any medication. Six patients ap- 
peared to minimize subjective symptoms, but they 
were observed to show persistent signs of depression, 
such as anhedonia or depressive rumination, which led 
to the clinical decision to initiate antidepressant treat- 
ment. Mean+SD depression scores after 1 week did 
not differentiate these six from the othér 12 responders 
(8.6+3.3 and 8.042.8, respectively), nor did the use of 
the 50% improvement criterion. Persistent symptoms 
were noted in five of the 10 patients who had a positive 
DST and in one of the eight who had a negative DST, 
a difference that was suggestive but not significant 
(p=0.12, one-tailed, Fisher’s exact test). When the 
data on the six patients who failed to sustain improve- 
ment were grouped with the data on the other nonre- 
sponding patients, DST results remained unrelated to 
hospital response (y*=0.17, df=1, n.s.). 

Since melancholia had been shown to be strongly 
predictive of poor hospital response (16), we thought a 
relationship between the DST and response to hospi- 
talization might be more obvious in nonmelancholic 
patients. However, this was not the case; the findings 
were unaffected by the deletion of data on the melan- 
cholic patients. 

The findings were also examined to see whether the 
method of cortisol determination affected the results. 
However, the results with the fluorometric and the ra- 
dioimmunoassay methods were nearly identical. 


Phase 2: The DST and Response to Drug Treatment 


Forty-two of the 57 patients who began phase 2 
completed the trial. Twenty of these 42 patients had 
positive DST results. When the CGI was used to rate 
response, 11 of the 20 DST-positive patients were re- 
sponsive to desipramine, and 16 of the 22 DST-nega- 
tive patients were responsive to desipramine (x?=0.76, 
df=1, n.s.) (table 1). When patients taking concurrent 
medications were dropped from the analysis, six of 10 
DST-positive patients and nine of 13 DST-negative pa- 
tients were responsive to desipramine (x*=0.00, df=1, 
n.s.). Whether a Hamilton score of 12 or less was used 
alone or with a CGI rating of 2 or less to define response, 
there was no substantial difference in the findings. 

When the last available CGI ratings of the eight pa- 
tients who failed to complete the desipramine trial be- 
cause of side effects were included in the analysis, 11 
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(50%) of 22 DST-positive and 16 (7%) of 28 DST- 
negative patients had favorable outcomes (x7=0.05, 
df=1, n.s.). 

Steady-state blood levels of desipramine in the pa- 
tients who completed phase 2 appeared to be adequate 
(25) in all but two, whose levels were marginal: 106 
and 91 ng/ml. Exclusion of the data for these two pa- 
tients had no effect on the relationshiz of the DST 
results and response. This relationship was also unaf- 
fected by the method of cortisol determination. 


DISCUSSION 


DST results did not predict outcome in these de- 
pressed inpatients. The lack of prediction of drug re- 
sponse does not seem surprising given the contradic- 
tory earlier reports and the negative results of a study 
that used desipramine specifically (26). As in three 
prior studies that used standardized rztings after a 
fixed interval of treatment (13, 26, 27), we found that 
DST-positive patients were slightly less responsive. 
The trend for DST-positive patients to be more se- 
verely ill may help to explain why they were less im- 
proved after 4 weeks of desipramine treatment. 

The lack of an association ketween DST results and 
response to hospitalization differed fram the findings 
of prior studies in which a positive DST result pre- 
dicted poor response to psychosocial treatment or pla- 
cebo. We did not find DST-positive patients signifi- 
cantly less responsive, and the actual percentage who 
responded was very similar or slightly aigher for these 
patients (38% versus 32%). Our results did not appear 
to be affected by age, sex, episode curation, recur- 
rence, concurrent medications, lorazepam dose, timing 
of the DST in relation to admission, oz the method of 
cortisol determination. The overall rate of response to 
hospitalization (35%) appeared sufficient for a differ- 
ence in hospital response rate to have been detected if 
present. 

The only suggestive positive finding for the DST in 
this study was that patients who reported initial im- 
provement with hospitalization but were observed to 
show persistent depressive symptoms during the sec- 
ond and third weeks of hospitalization were more 
likely to have had a positive DST. However, even this 
relationship was weak and was lost entirely if these 
patients were grouped with other norrzesponders. 

Our results differ from those of tie five previous 
studies (9—11, 14, 15) which founc thart a positive DST 
predicts poor response to both placebo and psychoso- 
cial treatment in depressed patients end that somatic 
treatment is likely to be needed. We cannot explain the 
difference between our findings and the results of these 
earlier studies. We note, however, that the numbers of 
nonsuppressors in the five prior studies were quite low 
(seven patients or fewer in four of the studies, or a total 
of 36 in the five studies). In our study 26 nonsuppres- 
sors were assessed for response to hespitalization, a 
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number only slightly lower than the total in the five 
earlier studies combined. 

The rate of response to hospitalization in our sam- 
ple, 35%, was not significantly different from the av- 
erage response rate of 45% in the five previous studies 
of placebo or psychosocial treatment (y*=1.00, df=1, 
n.3.); however, the percentage of nonsuppressors in 
our phase 1 sample (51%) was substantially higher 
than the average in the previous studies, which was 

28% (36 of 127; x?=7.25, df=1, p<0.01). It is pos- 
sible that even though recognized exclusion criteria for 
the DST were used, the rate of cortisol nonsuppression 
was inflated by other unidentified factors, and this may 
have obscured a relationship of the DST with response. 
However, we suspect that this higher rate of nonsup- 
pression reflects the greater severity of illness of hos- 
pitalized patients, since this rate is consistent with rates 
reported for depressed inpatients (8). In addition, this 
was a consecutive series of patients admitted to a gen- 
eral hospital psychiatric unit. Even if other unidentified 
factors affecting the DST were present, our sample 
seems representative of patients in a general hospital 
setting and useful for testing the predictive value of the 
DST in this setting. Our data suggest that DST results 
do not predict response to either hospitalization or 
antidepressant drug treatment of adults hospitalized 
for major depression. 
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Antidepressant Pharmacotherapy of Depression 
Associated With Multiple Sclerosis 


Randolph B. Schiffer, M.D., and N. Margaret Wineman, R.N., Ph.D. 


In a double-blind clinical trial involving 28 patients. 


with multiple sclerosis and major depressive disorder, 
14 patients were randomly assigned to a S-week trial 
of desipramine and individual psychotherapy and 14 
to placebo plus psychotherapy. Clinical judgments in- 
dicated that patients treated with desipramine im- 
proved significantly more than the placebo group. This 
was confirmed by scores on the Hamilton Rating Scale 
for Depression but not by Beck Depression Inventory 
scores. Side effects limited desipramine dosage in half 
of the treated patients. The authors conclude that de- 
sipramine has a modest beneficial effect in serious de- 
pression associated with multiple sclerosis but that side 
effects may be more of a limiting factor than in patients 
without medical or neurologic disease. 
(Am J Psychiatry 1990; 147:1493-1497) 


E their 1926 paper, Cottrell and Wilson (1) inter- 
viewed 100 consecutiye multiple sclerosis patients 
and concluded that 100% of them had experienced 
affective symptoms as a sign or symptom of disease 
activity. They concluded that alteration in experienced 
mood or expressed affect was a “basal” sign of the 
disease, as reliable in diagnostic reasoning as more tra- 
ditional neurologic findings, such as spasticity or 
weakness. 

Later controlled studies have generally corroborated 
the purported association between multiple sclerosis 
and disorders of affect. Unipolar depressive episodes 
have been reported to occur more commonly among 
multiple sclerosis patients than among patients with 
equally disabling neurologic diseases, such as amyo- 
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trophic lateral sclerosis, temporal lobe epilepsy, mus- 
cular dystrophy, and spinal cord injury (2~7). Bipolar 
disorder has also been described as occurring with an 
unusually high frequency among multiple sclerosis pa- 
tients (8, 9), as have euphoria (10—13) and patholog- 
ical laughing and weeping (14, 15). This last syndrome 
is unusual in that there occurs a neurclogically based 
dissociation between expressed and perceived affect, so 
that patients may weep when cheerful and laugh when 
depressed. 

In this report, we have chosen to focus on the 
psychopharmacologic therapy of depressive episodes 
among multiple sclerosis patients. This focus is in 
keeping with our broader interests in the applicability 
of psychopharmacologic and psychotherapeutic regi- 
mens to the medically ill. Despite clinical epidemiolog- 
ical data indicating the frequent occurrence of depres- 
sive symptoms among patients with a variety of 
medical illnesses, few treatment trials exist (16—18). In 
a double-blind trial of trimipramine arıong mixed gen- 
eral medical patients with depression. Rifkin and col- 
leagues (19) found evidence for efficacy of the antide- 
pressant but noted that depression also improved in 
the placebo group when the physical -I]ness improved. 
When Popkin and colleagues (20) reviewed their expe- 
rience with antidepressant pharmacotherapy of 78 
mixed medical inpatients with depression, they found 
a relatively low response rate (40%) combined with a 
high rate of unacceptable side eifects (32%): With re- 
spect to patients with specific neurolcgic diseases, con- 
trolled studies of antidepressant pharmacotherapy ex- 
ist only for poststroke depression and depression 
associated with Parkinson’s disease; both studies (21, 
22) indicated a beneficial effect for nortriptyline. 

With regard to the depressive episodes associated 
with multiple sclerosis, most clinical studies have not 
used standardized diagnostic criteria. In one study (23) 
that described Research Diagnostiz Criteria (RDC) 
subtypes for 20 multiple sclerosis patients with RDC 
major depressive disorder, a heterogeneous range of 
subtypes was present, with a preponderance of “‘situ- 
ational” diagnoses. There is evidence that approxi- 
mately 20% of multiple sclerosis patients with depres- 
sive diagnoses have received their affective diagnoses 
well before the first multiple sclerosis symptom (2). 
The depressive episodes tend to be related in time to 
exacerbations of the multiple sclerosis, and they tend 
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to occur more often in patients with cerebral involve- 
ment in the disease, as opposed to those with primarily 
spinal cord involvement (5, 24). There is preliminary 
evidence that multiple sclerosis patients with depres- 
sive disorders demonstrate more structural brain dis- 
ease in limbic areas than do other multiple sclerosis 
patients (25). 

There are few studies regarding appropriate thera- 
pies for the depressive episodes that occur among mul- 
tiple sclerosis patients. Tricyclic antidepressants are 
widely used in clinical practice, but to our knowledge, 
neither controlled nor open trials concerning their effi- 
cacy have been published. We designed a double-blind, 
placebo-controlled study to assess whether desipra- 
mine plus psychotherapy would be more effective in 
such patients than would placebo plus psychotherapy. 


METHOD 
Subjects and Procedure 


The Multiple Sclerosis Research Group at the Uni- 
versity of Rochester provides neurologic care for 450 
patients from Monroe and neighboring counties. Dur- 
ing the past 3 years, all patients with definite multiple 
sclerosis according to research criteria (26) were 
screened for affective disorders during routine clinic 
visits. Patients with clinical evidence of affective symp- 
toms were interviewed with the Schedule for Affective 
Discrders and Schizophrenia (SADS) (27). Psychiatric 
diagnoses were made in accordance with the RDC 
(28). Patients who met the criteria for definite major 
depressive disorder were invited to participate in the 
therapeutic trial. Informed consent was obtained from 
the patients who agreed to participate. The duration of 
the trial was targeted as 3) days, but every subject who 
reached 14 days or more was included in the data 
analysis. 

Patients who entered the study were assessed either 
in the Clinical Research Center of the University of 
Rochester or in the Department of Neurology outpa- 
tient clinic before the initiation of pharmacotherapy. 
Baseline clinical interviews were performed, as well as 
evaluations with the Hamilton Rating Scale for De- 
pression and the Beck Depression Inventory and neu- 
rologic examinations. Ratings of neurologic function 
were performed by using Kurtzke’s Expanded Disabil- 
ity Status Scale (29). This scale provides an objective 
rating of overall disability in multiple sclerosis pa- 
tients, ranging from 0 (normal neurologic status) to 
9.5 (totally helpless bed patient) in steps of 0.5. 

In order to control for the confounding factor of 
clinician contact with the patients, as well as to address 
the ethical issue of committing seriously depressed in- 
dividuals to a placebo group, all patients were assigned 
to a concomitant, very short-term psychotherapy. We 
have described this short-term psychotherapy for mul- 
tiple sclerosis patients in another publication (23). In 


1494 


brief, the therapy involves assigning the patients to a 
management strategy that is either supportive and med- 
ical in orientation, interpersonal and social in orienta- 
tion, or insight oriented. The assignments were made 
by clinical judgment at the time of initial assessment, 
and the therapies were conducted in weekly 45-minute 
sessions by one of the investigators (R.B.S.). These ses- 
sions were conducted without knowledge of whether 
the patient was taking active drug or placebo. The 
assignment of strategies was approximately equal be- 
tween the two groups of active drug and placebo. 

Desipramine, 25 mg, and placebo were provided in 
identical capsules. The hospital pharmacy dispensed 
the medication (either desipramine or placebo) accord- 
ing to a pre-randomized schedule when patients con- 
sented to participate in the drug trial. During the first 
7 days of the study, each patient’s dose was raised at 
2-day intervals to six capsules per day (3 b.i.d.) or to 
the maximum daily dose permitted by side effects. Ar 
the first outpatient visit, a serum desipramine level was 
determined in the clinical chemistry laboratories at 
Strong Memorial Hospital by using an extraction and 
chromatography method. The serum levels were re- 
viewed by an outside observer during the second week, 
and dose adjustments were provided to the primary 
therapist (R.B.S.) with the aim of moving the serum 
level into the 125—200 ng/ml range. Dose adjustments 
were also made for placebo patients. Additional serum 
levels were checked at week 2. 

The Beck Depression Inventory and Hamilton Rat- 
ing Scale for Depression were administered by one of 
us (N.M.W.) during each weekly visit. A blind clinical 
judgment concerning the occurrence of significant clin- 
ical improvement was made by the primary therapist 
at the conclusion of the study. In order to be judged 
improved, a patient was required to demonstrate suf- 
ficient improvement in depressive features so as to per- 
mit a definite improvement in psychosocial function. 
We determined in advance that these blind clinical 
judgments concerning significant improvement in psy- 
chosocial function would constitute the primary out- 
come variable on which to base data analyses. 

Patients were excluded from the study if the depres- 
sive episode had occurred during a period of acute 
corticosteroid administration. Patients were excluded 
from the study if they were taking psychotropic drugs. 
Baclophen and anticholinergic drugs for bladder man- 
agement were permitted. Otherwise, we attempted to 
enroll all patients who met the criteria for the study. 


Statistical Analyses - 


Primary reliance for analysis of outcome was placed 
on blind clinical judgments of amelioration in depres- 
sive symptoms sufficient to permit objective improve- 
ment in psychosocial function. After the drug/placebo 
code was broken, a two by two table was constructed 
with all patients‘ categorized as improved or not im- 
proved. Fisher’s.exact test was used to examine differ- 
ences between the groups. 
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TABLE 1. Clinical Features of Patients With Multiple Sclerosis and Major Depressive Disorder Who Received Desipramine or Placebo 


Beck Depression 


Score 
Kurtzke 
Age Disability Week Week 
Patient (years) Sex Score 0 5 
Desipramine 
(N= 14) 
I 55 F° — 15 19 
2 51 F 1.5 29 19° 
3 54 F 2.0 21 13 
4 46 M 2.5 15 6 
5 34 F 3.0 19 16 
6 38 F 3.5 17 28 
7 22 F 3.5 14 a 
8 28 F 3.5 8 i 
9 27 F 5.0 17 3 
10 30 M 5.5 12 7 
11 37 F 6.0 25 gb 
12 34 F 6.5 18 7 
13 48 F 7.0 28 21 
14 25 F 8.0 20 6° 
Placebc: 
(N= 14) 
15 37 F 2.0 5 4 
16 44 F 2.5 16 6 
17 45 F 2.5 10 ae 
18 44 M 2.5 14 14 
19 33 F 3.0 31 26 
20 45 M 3.5 9 4 
21 24 F 3.5 16 3 
22 22 F 3.5 28 36 
23 33 M 6.0 14 1 
24 36 F 7.0 20 16 
25 30 F 7.0 18 22 
26 37 F LS 35 26 
27 735 F 8.0 24 17 
28 43 F 8.5 21 26 


Hamilton 
Depression Score Desipramine 
Week Week Dose Highest Serum Judgment of 
0 5 (mg/day) Level (ng/ml) Outcome 
33 18 200 177 Improved 
37 20 150 93 Not Improved 
24 11 150 107 Improved 
26 7 150 205 Improved 
28 17 200 65 Improved 
24 18 100 -l Improved 
23 7 75 208 Improved 
40 3 125 57 Improved 
21 7 125 274 Improved 
24 21 150 145 Not improved 
34 10 125 69 Improved 
23 12 75 112 Improved 
31 18 150 229 Improved 
26 9 125 3 Improved 
6 18 — — Not improved 
21 3 — — Improved 
21 34° -— —— Not improved 
25 12 = — Improved 
33 30 ---- — Improved 
20 7 om — Improved 
30 21 — — Improved 
39 48? m m Not improved 
28 0 ~~- — Improved 
25 28 — — Not imoroved 
30 28° — a Not improved 
24 16 — — Not improved 
34 32 -— —- Not improved 
13 14 — -= Not improved 


“Kurtzke score was not meaningful (patient had superimposed conversion disorder). 


Protocol terminated before fifth week. 
“Patient refused the test. 


Comparisons between drug and placebo groups on 
the Hamilton and Beck scales were conducted with the 
Wilcoxon rank sum test. This statistical test was ap- 
plied to a comparison of change in group medians on 
the two scales during the course of the study. The re- 
sults of these analyses are described in the text. 


RESULTS 


During the 3-year period of case finding for this 
study, 39 patients were seen in the multiple sclerosis 
clinic who met the RDC for major depressive syn- 
drome, not complicated by concurrent corticosteroid 
therapy. Seven patients who met the criteria did not 
enter the study. Six of these patients (five women and 
one man) refused to participate, and one patient had 
begun antidepressant therapy elsewhere and did not 
wish to discontinue medications. 

Two patients were dropped from the study during 
the first 7 days of the drug trial and were not included 
in the data analyses. Both stated that they had decided 
against taking medications, but neither indicated that 
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side effects had been a problem. Another two patients 
were dropped because it was determined during the 
neurologic evaluation that they did not have definite 
multiple sclerosis according to research criteria. 

Twenty-eight patients completed the drug treatment 
protocol, defined by parzicipation in the 30-day pro- 
tocol for at least 2 weeks. Raw data and demographic 
features for these patients are presented in table 1, with 
the patients categorized as to drug treatment or pla- 
cebo and rank ordered according to neurologic disabil- 
ity (from mildest to most severe). The mean+SD study 
duration was 29.8+5.1 days in the drug group and 
29.7+5.8 days in the placebo group. The desipramine 
levels recorded in table 1 were the highest levels at- 
tained by each patient; they were 8:00 a.m. serum lev- 
els, without a prior morning dose of medication. Cor- 
responding desipramine dose per 24 hours is also 
presented in table 1. The mean dose for the group was 
123.2+60.8 mg/day, and the highest mezn serum level 
was 136.3+36.1 ng/ml. Seven of the desipramine pa- 
tients were unable to reach the serum level goal of 125 
ng/ml because of side effects. 

As depicted in table 1, there were 12 women 
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(85.7%) and two men (14.3%) in the desipramine 
group and 11 women (78.6%) and three men (21.4%) 
in the placebo group. The mean age of the desipramine 
group was 37.8 years (range, 22—55), while it was 39.1 
years (range, 22—75) for the placebo group. None of 
these differences in demographic characteristics be- 
tween groups was significant. 

The Kurtzke Expanded Disability Status Scale scores 
provide an interesting dimension to these results. The 
range of disability among patients in the study spanned 
almost the entire range of scores, from 1.5 to 8.5, in- 
dicating that the patients with the mildest illness had 
essentially normal results on neurologic examinations, 
while the most severely ill were bedridden and had 
minimal self-care ability. The mean scores of 4.4+2.1 
for the desipramine group and 4.82.4 for the placebo 
group were not significantly different. 

Examination of the relationship between the severity 
of depression (Beck scores) and the severity of neuro- 
logic disability (disability status scores) is important 
for understanding the potential relationship between 
depression and severity of disability. At the beginning 
of the study, the Spearman correlation coefficient for 
the Beck and disability status scores was 0.27 for all 
subjects, and at the conclusion of the study it was 0.20. 
From these data we conclude that there was only a 
weak tendency for more severe depression, as mea- 
sured by Beck scores, to be associated with more severe 
neurologic disability, as measured by the disability sta- 
tus scores. In the two subjects in the desipramine group 
who failed to improve with regard to depression ac- 
cording to blind clinica! judgment, the disability status 
scores were not particularly high (1.5 and 5.5). It 
seems unlikely that neurologic disability alone could 
account for the depressive phenomena under study. 

According to the results of the blind clinical judg- 
ments, there was significant improvement in depres- 
sion in 11 of 13 patients in the active drug group and 
in six of 14 patients in the placebo group. This differ- 
ence in clinical improvement was significant (p=0.05, 
Fisher’s exact test). (The 14th patient in the active drug 
group was significantly improved at 35 days, but this 
judgment was not mace blindly. Her depression had 
become so severe that ty day 14 it was not considered 
ethical to continue the double-blind trial, although she 
wished to continue in the study in all other respects. 
She was not included in this data analysis.) 

We reviewed the clinical histories of these patients 
for evidence of affective disorders that might have an- 
tedated the clinical onset of multiple sclerosis. This 
enterprise was made difficult by anamnestic problems 
in dating first symptoms of multiple sclerosis, as well 
as by such problems in making retrospective psychiat- 
ric diagnoses. Still, four of the 14 patients assigned to 
drug therapy and three of the 14 assigned to placebo 
gave histories of significant depressive episodes at 
some time before their first multiple sclerosis symp- 
toms. These proportions are quite comparable between 
groups. 

To assess the rates of improvement in depressive 
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symptoms in drug and placebo groups on the rating 
scales, we performed a nonparametric comparison of 
change in mean scores between groups. The desipre- 
mine patients improved on the Beck scale from an int- 
tial mean score of 18.4+5.9 to a final mean score cf 
11.4+8.0. They improved on the Hamilton scale from 
a mean+SD of 28.3+5.8 to 12.7+5.8 at study termi- 
nation. The corresponding scores for the placebo pa- 
tients were 18.6+8.6 and 15.5+11.3 on the Beck scale 
and 24.9+8.6 and 20.1+13.6 on the Hamilton scale. 
A comparison of the magnitude of change between 
groups by using the Wilcoxon rank sum test indicated 
that the difference between drug and placebo was nct 
significant for the Beck scores (W=130.5, p=0.16i. 
The difference was significant, however, for improve- 
ment in depression as measured by Hamilton scores 
(W=254.0, p=0.02). 

Seven patients in the placebo group and 12 in the 
desipramine group had at least one side effect. Postural 
hypotension, dry mouth, and constipation were the 
most commonly reported side effects, but it is worth 
noting that dry mouth occurred with equal frequency 
in the placebo (N=5) and desipramine (N=5) groups. 
Other side effects were jitteriness, edema, dizziness, 
and rash. In only three of the desipramine patients did 
side effects preclude the attainment of the initial target 
desipramine dose (125 mg/day). Side effects did pre- 


clude our reaching the targeted serum level of 125 


ng/ml in seven of the desipramine patients. This did 
not seem to be a major factor in clinical outcome, 
however, since six of these seven still were judged sig- 
nificantly improved in the blind ratings of depressior. 


DISCUSSION 


To our knowledge, this research represents the first 
double-blind, controlled study of antidepressant med- 
ication in multiple sclerosis patients with major de- 
pressive disorder diagnosed by the SADS and RDC. 
Such a report is of some clinical relevance for practic- 
ing psychiatrists who treat multiple sclerosis patients. 
It is also of heuristic interest, since the neuropsycho- 
pathologic processes underlying affective disturbance 
in multiple sclerosis patients may differ from such pro- 
cesses in general psychiatric patients. It could well be 
the case that psychopharmacologic response patterns 
might differ among multiple sclerosis patients com- 
pared with more general psychiatric patients. The re- 
sults indicate a modest but favorable response of the 
treated subjects to desipramine, as measured by clini- 
cal judgment and Hamilton depression scores but not 
as measured by Beck scores. 

Side effects from medication were more common in 
the desipramine group, and half of the desipramine 
patients could not be brought above the 125 ng/ml 
serum level, which was the dosing target. Nonetheless, 
the same percentage of these patients improved (N=6 
of 7) as in the group whose serum levels exceeded 125 
ng/ml (6 of 7). This finding may indicate that the de- 
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sipramine therapeutic window of 125—200 ng/ml does 
not rigorously apply to depressed patients with this 
particular neuroimmunologic disease. The blood-brain 
barrier is known to be interrupted in multiple sclerosis, 
and it is possible that the distribution kinetics for drug 
into the CNS are different in this population. 

It is also of interest that only a weak correlation 
existed between severity of depression and severity of 
neurologic disease, as measured by Kurtzke Expanded 
Disability Status Scale scores. This finding may cast 
doubt upon the hypothesis that depression in multiple 
sclerosis patients is a psychological response to lost 
function, or it may at least indicate that such psycho- 
logical processing is more complex than may have 
been suspected. In addition, it seems clear that depres- 
sion improved equally among patients across the spec- 
trum of neurologic disability. This observation, at least 
from a psychiatric perspective, argues against thera- 
peutic nihilism with respect to the severely disabled. 

There was a divergence in the results of this study 
concerning improvement in depressive symptoms on 
the measures of depressive severity. We designed our 
study in advance with blind, functionally based clinical 
judgment as our primary outcome measure, and a sig- 
nificant change occurred on this measure. This result 
was corroborated by the significant improvement in 
Hamilton depression scores experienced by the desi- 
pramine group. Improvement on the Beck scores did 
not reach statistical significance for the drug-treated 
patients, however. There are several possible explana- 
tions. First, the magnitude of psychopharmacologic re- 
sponse to antidepressants in these patients was not 
vastly greater than their response to the standardized 
psychotherapy, which was given to all subjects. It may 
be that the additional increment of clinical improve- 
meni that is conferred by drug therapy is just not large 
enough to show up significantly among all dependent 
variables. Another possibility is that patients tend to 
underestimate the severity of their depressive distur- 
bance on a self-report scale such as the Beck scale. It is 
known that multiple sclerosis patients underestimate 
the presence and severity of their cognitive distur- 
bance, and the same may apply to emotional states. 

Many unanswered questions remain with regard to 
the affective disturbances that occur among people 
with neuroimmunologic disturbances such as multiple 
sclerosis. Are there biologic connections that condition 
the affective disturbances, and if so, are these connec- 
tions immunologically based? Are there specific neu- 
roanatomic regions of the CNS that are functionally 
invclved in disturbed affective regulation? What forms 
of psychotherapy are helpful for such patients, and 
how should they be applied? These and other ques- 
tions await future investigations. 
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Relation of Psychopathology in General Medical Inpatients 
to Use and Cost of Services 


James L. Levenson, M.D., Robert M. Hamer, Ph.D., and Louis F. Rossiter, Ph.D. 


The authors investigated the relation between psy- 
chopathology in medically ill inpatients and use and 
cost of medical care services. Of 455 medical inpa- 
tients, the Medical Inpatient Screening Test identified 
27.9% as very depressed, 27.5% as very anxious, 
20.2% as having cognitive dysfunction, and 8.6% as 
having high pain levels. Overall, the test identified 
51% of the patients as having high levels of psycho- 
pathology or pain. These subjects had a 40% longer 
median length of hospital stay and 35% greater mean 
hospital costs than those with low levels of psychopa- 
thology or pain. Patients with greater psychopathol- 
ogy also had higher hospital charges, more procedures 
during hospitalization, and more discharge diagnoses 
but did not differ from the other patients in sex, race, 
age, diagnosis-related group (DRG) major diagnostic 
_ category, or DRG weight. 

(Am J Psychiatry 199); 147:1498-1503) 


his report focuses on the relation of symptoms of 

psychopathology and pain to costs of inpatient 
medical care, especially with respect to length of hos- 
pital stay. Previous retrospective studies have demon- 
strated that medical patients with psychopathology use 
more medical care services than patients without psy- 
chopathology (1—4), but few prospective studies, par- 
ticularly of medical inpatients, have been reported (5). 
The relation between comorbid psychopathology and 
hospital costs is of particular interest in light of the 
cost offset, i.e., whether mental health care interven- 
tions reduce medical care expenditures. Using a screen- 
ing instrument for anxiety, depression, confusion, and 
pain in general medical inpatients, we prospectively 
studied the relation between the presence of psycho- 
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pathology and utilization of medical care. This study 
was the first phase of a randomized controlled study of 
psychiatric consultation. 


METHOD 


The potential subjects were all consecutively admit- 
ted to general medical services at the Medical College 
of Virginia Hospital between July 1, 1987, and Feb. 5, 
1988. Patients were not considered for the study if they 
became unavailable because of early discharge, trans- 
fer, or death. For patients with multiple admissions 
during the study period, only the first hospitalization 
was included. Of 678 patients considered for the 
study, 223 were excluded. Patients were excluded if 
they did not speak English (N=3), were judged by the 
nursing staff to be too physically ill to undergo a brief 
interview (N=85), or were judged by the screeners to 
be unwilling (N=53) or unable (N=82) to give in- 
formed consent. Four hundred fifty-five patients met 
the inclusion criteria and entered the study after giving 
written informed consent. 

Patients were approached during the first 24—48 
hours after admission and asked to participate in a 
study of the “psychological effects of physical illness.” 
After agreeing to participate, subjects were given the 
Medical Inpatient Screening Test (6), a composite in- 
strument measuring anxiety, depression, confusion, 
and pain. Anxiety and depression were assessed by 
using the 23 questions from the Hopkins Symptom 
Checklist (SCL-90-R) (7, 8) that measure these two 
symptoms. The cutoff scores and their rationale have 
been described previously (6). 

Cognitive dysfunction was identified with the Mini- 
Mental State examination (9). Patients who scored 21 
or less out of a possible total score of 30 were consid- 
ered to have significant cognitive dysfunction. Pain 
was measured by using visual analogue scales of sen- 
sory intensity and affective magnitude (10). These 
scales consisted of 15-cm lines whose end points were 
designated as “no sensation” and “‘the most intense 
sensation imaginable” for the sensation scale and as 
“not bad at all’? and “the most intense bad feeling 
possible for mẹ” for the affect scale. Scores were mea- 
sured in centimeters from a low of 0 to a high of 15. 
For this study the two pain scale scores were summed; 
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TABLE 1. Demographic and Utilization of Care Variables for 678 Medical Inpatients Included and Net Included in a S:udy of Psychopa- 


thology and Costs of Care 


Patients Included in Study 


(N=455) 

Variable N % Mean SD 
Sex 

Male 229 50.4 — — 

Female 225 49.6 — — 
Race 

White 141 31.2 — — 

Black 311 68.8 — — 
Primary payer 

Medicaid (or patient was 

indigent) 205 47.2 — — 
Medicare 130 30.0 — -= 
Blue Cross or private in- 
surance 99 22.8 — 

Age (years) — — 49.2 
Length of hospital stay (days) — — 10.17 12.2 
DRG? weight a 1.20 0.72 
Number of discharge diag- 

noses -= — 5.82 3.09 
Number of procedures — — 2.20 2.20 
Total haspital costs ($) — — 6,658 9,153 
Total haspital charges ($) — — §,998 13,405 


“Median=6 days; range=1—143 days. 

>Median=10 days; range= 1-182 days. 

“Wilcoxon rank sum test. 
Diagnosis-related group. 


a combined score greater than 24 (maximum score= 
30) was chosen as identifying patients with a high de- 
gree of pain. In a pilot sample, 11% of the patients 
were above the pain cutoff score (6). Administration of 
the Medical Inpatient Screening Test battery took ap- 
proximately 20 minutes per patient. 

Data on demographics, discharge diagnoses, diagno- 
sis-related group (DRG), length of hospital stay, num- 
ber of procedures, and total costs and charges for the 
index hospitalization were obtained for each subject 
from the hospital’s computerized records after the pa- 
tient’s discharge. Costs were estimated by the hospital 
by means of a standard ratio-of-cost-to-charges meth- 
od based on the Medicare cost report. 

As a measure of severity of medical illness, we chose 
DRG weights, which are used by the Medicare pro- 
spective payment system as an approximate indicator 
of resource use and disease severity across DRG 
categories. While DRG weights have acknowledged 
limitations, they serve as the current adjustors for re- 
imbursement. DRG weights thus seemed most appro- 
priate for examining the relation between comorbid 
psychopathology and utilization of services. Other 
available measures of disease severity also have limited 
established validity. | 

The demographic and utilization variables for the 
study subjects and the patients who were excluded are 
shown in table 1. Since patients were systematically 
excluded if they were too ill to be interviewed or too 
demented to give informed consent, the excluded pa- 
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Patients Excluded From Study 


(N=223) 
N % Mean SD Analysis 
y*=2.23, df=1, n.s. 
125 56.6 — — 
96 43.4 — — 
x?= 1.71, df=1, n.s. 
57 26.3 — — 
160 73.7 — — 
x’=56.8, df=2, 
p<0.0001 
67 31.2 — — 
129 60.0 — — 
19 8.8 — — 
— — 61.8 18.1 t=9.12, df=673, 
r<0.0001 © 
a 187° 24.9 2=7,90, p<0.0001° 
— 1.42 1.04 z=3.55, p<0.0003° 
— — 7.69 2.97 z=7.17, p<0.0001° 
— —_ 2.72 2.32 z=2.06, p<0.002° 
— — 10,915 15,661 z=£,38, p<0.0001° 
—  — 15,454 22,995 z=£.88, p<0.0001° 


tients, as anticipated, were significantly clder and had 
longer hospital stays, greater DRG weights, more dis- 
charge diagnoses, more procedures, and greater hospi- 
tal costs and charges. They were also more likely to be 
Medicare patients than to be in other payz2r categories. 

Because many of the variables appeared to be not nor- 
mally distributed, even after log transformation, nonpar- 
ametric tests were used for most of the data analyses. For 
those few analyses for which no nonparametric statistical 
techniques were available, normal-theory linear model 
analyses were applied to variables log transtermed to the 
best approximation to normality. 


RESULTS 


The Medical Inpatient Screening Test identified 
27.5% (N=125) of the patients as very anxious, 
27.9% (N=127) as very depressed, 20.2% (N=92) as 
having cognitive dysfunction, and §.6% ‘N=39) as 
having high pain levels. The screen as a whole identi- 
fied 51% (N=232) of the patient sample zs having a 
high degree of psychopathology or pain (less than the 
sum of the individual dimensions beczuse of overlap of 
symptoms). As in our pilot experience (6), men and 
women were about equally represented among those 
identified as having a high degree of psychopathology. 

The substantial overlap between dimensions of the 
screening test derives from the relationship of depres- 
sion, anxiety, and pain. Depression and anxiety fre- 
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TABLE 2. Demographic and Utilization of Care Variables for 455 Medical Inpatients With High and Low Levels of Psychopathology? 


Patients With High Levels of 


Psychopathology (N=232) 


Variable N % Mean SD 
Sex 

Male 117 50.4 — — 

Female 115 49.6 — — 
Raze ' 

White 71 30.9 — —- 

Black 189 69.1 — — 
Primary payer 

Medicaid (or patient was in- 

digent) 117 53.4 — — 
Medicare 64 29.2 — — 
Blue Cross or private instr- 
ance 38 17.4 — — 

Age (years) — — 192 16 
Length of hospital stay (days) — — 115° 12 
DRG“ weight —_— = 1.18 
Number of discharge diagnoses — — 6.26 
Number of psychiatric discharge 

diagnoses — = 0.50 
Number of procedures — — 2.46" 
Total hospital costs ($) —  — 7,634 10,484 
Total hospital charges ($) —  — 10,258 15,511 


“According to the Medical Inpatient Screening Test. 
bMedian=7 days; range=1—~107 days. 
“Median= 5 days; range=1-143 days. 

4wilcoxon rank sum test. 

_Diagnosis-related group. 

'Median=2; range=0-9. 
EMedian=1; range=0~10. 


quently occurred in the same patient. Sixty-seven per- 
cent (N=84) of the anxious patients had marked 
depression, and 66% N=84) of the depressed patients 
had marked anxiety (Spearman rank order correlation, 
r,=0.71, N=454, p<0.0001). Half of the patients 
with high pain scores had high levels of depression 
and/or anxiety. Of the patients with high levels of pain, 
41% (N=16) had marked anxiety, and 36% (N=14) 
kad high levels of depression. There was no significant 
overlap or correlation between cognitive dysfunction 
and the other dimensions of the screening test. 

Table 2 gives data on the subjects with high levels of 
psychopathology or pain and those scoring below the 
cutoff points. There were no significant differences in 
sex, race, or age. There were too many different DRGs 
represented to make meaningful comparisons of spe- 
cific DRG distributions in the two groups. However, 
20 of the DRG majcr diagnostic categories were rep- 
resented in the sample, with no difference in distribu- 
tion between the groups with high and low ratings of 
psychopathology or pain. Furthermore, DRG weight, 
which serves as an indicator of disease severity and 
resource use for eack DRG, did not differ between the 
two groups. Patients with high degrees of psychopa- 
thology had significantly longer hospital stays, more 
procedures during hospitalization, and higher total 
costs and charges. Patients with high psychopathology 
or pain levels also kad a higher total number of dis- 
charge diagnoses and more psychiatric discharge diag- 
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Patients With Low Levels of 
Psychopathology (N=223) 


N % Mean SD Analysis 
x?=0.001, df=1, n.s. 
112 50.5 —- = 
110 49.5 a 35 
x?=0.02, df=1, n.s. 
70 31.5 = as 
152 68.5 ae a 
x7=9.44, df=2, p<0.009 
88 40.9 ae = 
66 30.7 -a — 
61 28.4 = = 
ae 49.2 16.2 t=0.01, df=452, ns. 
es. ee 8.7° 11.9  2=3.39, p<0. 00074 
—_ — 1.22 0.80 z=0.96, n.s.4 
=. = 5.36 2.92 z=3.04, p<0.002°¢ 
— — 0.34 0.70 2=2.41, p<0. 02° 
— + 1.918 2.03 2=2.40, p<0.029 
— — 5,643 7,411 2=2.98, p<0.0034 
— — 7,686 10,666 z=2.86, p<0.0044 


noses than those without high levels. The difference in 
total number of discharge diagnoses was mostly attrib- 
utable to medical (not psychiatric) diagnoses, which 
accounted for over 80% of the difference. When only 
the subjects with high levels of depression, anxiety, or 
cognitive dysfunction (i.e., excluding subjects with 
high levels of pain alone) were compared to the sub- 
jects with low levels, the differences in length of stay, 
costs, charges, procedures, and diagnoses remained 
equally significant. 

As expected, length of stay was closely correlated 
with total cost of hospitalization (r,=0.92, N=676, 
p<0.0001) and DRG weight (r,=0.43, N=675, p< 
0.0001). Length of stay was also modestly correlated 
with depression (r=0.11, N=454, p<0.02), cognitive 
dysfunction (r=0.14, N=455, p<0.003), and pain 
(r=0.13, N=452, p<0.006). (These p values may be 
more reflective of the large sample size than of the 
magnitude of the correlations.) Patients in each of the 
four subcategories of the Medical Inpatient Screering 
Test had median hospital stays greater than those of 
patients who scored below the cutoffs (table 3). 

Patients-with high levels of psychopathology or pain 
were more likely to receive Medicaid or be indigent 
than to possess Blue Cross/Blue Shield or private in- 
surance. Medicare patients were equally represented in 
both groups. To assess the extent to which a difference 
in length of stay between patients with high and low 
levels of psychopathology or pain might be due to 
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TABLE 3. Length of Hospital Stay of 455 Medical Inpatients Grouped According to Level of Psychopatrology or Pain? 


Length of Stay (days) 


Group Mean SD Median Rang Analysis” 
Low level of psychopathology (N=223) 8.8 0.8 5 — — 
High level of psychopathology 
Depressed (N=127) 11.1 11.1 6 263 2=2.43, p<0.01 
Anxious (N=125} 10.7 11.0 6 2—63 z=2.26, p<0.02 
Cognitive dysfunction (N=92) 11.7 11.2 7 1-56 z=2.86, p<0.004 
High level of pain (N=39) 17.9 20.2 10.5 2-107 z=4,21, p<0.0004 


“According to the Medical Inpatient Screening Test. 
Wilcoxon rank sum test. 


payer status, we examined the relation between rating 
on the Medical Inpatient Screening Test and log trans- 
formed length of stay after partialing out payer status. 
The log transformation was used because of the ab- 
normal distribution of length of stay. In this normal- 
theory linear model, there was no significant main ef- 
fect of payer status on log length of stay (r=2.24, 
df=2, 430, p<0.10), suggesting that payer status is not 
an important determinant of differences in length of 
stay. This ANOVA model accounted for compara- 
tively little of the variation in log length of stay (about 
4%), but three-fourths of that (about 3%) was attrib- 
utable to rating on the screening test, even after we 
controlled for payer status. 


DISCUSSION 


To our knowledge, this is the first prospective study 
of the effect of symptoms of depression, anxiety, cog- 
nitive dysfunction, and pain on utilization of inpatient 
medical care. We found that the presence of comorbid 
psychopathology was associated with an increase in 
utilization of medical care. Patients with high levels of 
psychopathology had a 40% longer median stay (7 
versus 5 days) and 35% greater mean costs than pa- 
tients with low levels of psychopathology. The group 
with greater psychopathology also underwent more 
procedures while in the hospital, a further contribution 
to costs in addition to that of the longer stay. 

The finding that comorbid psychopathology was as- 
sociated with greater use of medical care would be a 
trivial one if the patients with more psychopathology 
(higher scores on the screening test) had been more 
medically ill than the patients with lower levels of psy- 
chopathology. Since chronic medical conditions are 
themselves associated with a greater risk of psychopa- 
thology (11), it is possible that the greater utilization 
occurs in a population who are medically sicker and 
have psychopathology as a consequence, not a cause. 
This explanation of the findings is unlikely, since the 
groups with higher and lower scores on psychopathol- 
ogy or pain did not differ in the distribution of DRG 
major diagnostic categories. Furthermore, the two 
groups did not differ in DRG weights, suggesting that 
the patients were comparably distributed in terms of 
disease severity. Thus, the greater utilization of medi- 
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cal care that we found to be associazed with more 
psychopathology or pain symptoms does not appear 
attributable to a differenze in severity cz type of med- 
ical illness. 

Previous studies demonstrating aigher utilization of 
medical inpatient services associated with comorbid 
psychopathology have mainly been retrospective ones, 
which are limited by their focus on psvchopathology 
recognized and recorded by nonpsychiatric physicians 
and their failure to control for severity cf medical dis- 
ease in most cases. Both of these flaws are limitations 
of the studies by Fulop et al. (2) and Dvoredsky and 
Cooley (12). Using med:cal diagnoses from discharge 
summaries, Fulop et al. demonstrated that hospital 
stay was significantly longer for medical] patients with 
psychiatric diagnoses than foz those without such di- 
agnoses in large samples drawn from two teaching 
hospitals (19.8 versus'9.2 days at one; 13.7 versus 8.3 
days at the other). Dvoredsky and Cooley also used 
medical discharge diagnoses and found longer stays for 
Veterans Administration hospital patients who had 
medical and psychiatric diagnoses tham for these who 
had only medical diagnoses. 

Other: retrospective studies have compared utiliza- 
tion by patients who received psychiatric consultation 
with utilization by those who did nct. Like the dis- 
charge diagnosis studies we have mentioned, these 
consultation studies were alsa limited by their focus on 
a small recognized subset of patients and by failure to 
control for severity of medical disease. Using a na- 
tional sample that included 263,000 patients at 327 
hospitals, Wallen et al. (1) found that medical patients 
who received psychiatric corsultations (less than 1% 
of the total number of patients) had a longer mean stay 
(16.3 days) than all other medical-surgical patients 
(7.3 days). Hales et al. (13) compared patients who 
received a psychiatric consultation for organic brain 
syndrome to all other patients and found that they had 
six times the length of stay, but these nvestigators did 
not control for demographic variables or severity of 
illness as we did in this study. An additional limitation 
in interpreting uncontralled, nonrandomized studies of 
the relation between psychiatric consultation and 
length of hospital stay is that consultations of all types 
are associated with greater length of stay (14). 

Prospective studies cf utilization b7 inpatients who 
have both medical illness and psychcpathology have 
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been fewer but have also not controlled for severity of 
physical illriess. P.L. Jenkins et al. (unpublished manu- 
script, 1990) studied a general surgical population and 
found that results on the General Health Question- 
naire did not influence length of stay. Thomas et al. (5) 
focused on the effects of delirium in general medical 
patients and found that the mean stay of those with 
delirium was 10 days longer than that of the patients 
without delirium, although they noted that the two 
groups were not comparable with respect to specific 
medical diagnoses. 

Better controlled studies of the impact of medical- 
psychiatric comorbidity have focused on outpatients. 
Wells et al. (15) recently reported from the. Medical 
Outcomes Study that depressive symptoms had an in- 
dependent additive effect on the physical and social 
functioning of patients with chronic medical illness. 

In contrast with earlier studies that failed to do so, 
we examined demographic variables. The high- and 
low-psychopathology groups in our study did not dif- 
fer in age, race, or sex. Patients with high levels of 
psychopathology were more likely to be indigent or on 
Medicaid and less likely to have Blue Cross or private 
insurance. The greater length of stay and resource use 
that we found for patients with greater psychopathol- 
ogy are unlikely to be attributable to their being indi- 
gent or on Medicaid for two reasons. First, a recent 
study of 65,032 patients at 52 Boston hospitals (16) 
found that after adjustment for DRG and the presence 
of mental illness as a second diagnosis, indigent pa- 
tients had shorter hosp:tal stays than Blue Cross pa- 
tients. There was no difference in length. of stay be- 
tween Medicaid and Blue Cross patients. Second, our 
data analysis indicated: that payer status did not seem 
to be an important determinant of length of stay and 
did not explain most of the. difference in length of stay 
attributed to high level af psychopathology (high score 
on the Medical Inpatient Screening Test). 

In this study patients with high levels of psychopa- 
thology had more diagnoses than those with low levels 
of psychopathology. This is consistent with previous 
research which demonstrated that patients with mental 
disorders both utilize more medical care services and 
receive care for more diagnostic categories than other 
patients (17,.18): 

We identified 51% of our patient population as hav- 
ing high levels of psychopathology, comparable to the 
results of other studies measuring psychopathologic 
symptoms in the medically ill (19-21, and unpublished 
paper by P.L. Jenkins ez al., 1990). Direct comparison 
of studies is difficult because of differences in the symp- 
toms examined, the screening instruments used, and 
the target patient popu-ations. The General Health 
Questionnaire has identified 45%-61% of general 
medical inpatients as having emotional dysfunction 
(19, 20), 37% of genera. surgical patients (Jenkins et 
al.), and 43% of neurolcgy inpatients (21). 

About 28% of our sample was identified as de- 
pressed, which is within Katon’s estimated prevalence 


range of 20%—33% (22), based on a variety of instru- 
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ments, cutoff scores, and inpatient samples. Previous 
studies have found significant depressive symptoms in 
24%—34% of medical inpatients according to the Beck 
Depression Inventory (19, 23, 24), 33.5% according to 
the Center for Epidemiologic Studies Depression Scale 
(25), and 34.5% according to structured interviews 
(26). 

We identified 20% of the patients i in our study as 
having significant cognitive dysfunction according to 
the Mini-Mental State examination, slightly less than 
the previously reported rates of 25%—30% (19, 27, 
28). The true rate in our hospital is likely higher, since 
we excluded patients who were incapable of giving 
informed consent, most of whom had severe organic 
brain symptoms. 

This study was limited to selected psychopathologic 
symptoms and did not use standardized psychiatric di- 
agnoses. This design was derived from our need for a 
simple, brief screening instrument that would be well 
tolerated by medical inpatients and their physicians 
and nurses. Thus, our results for depression, for exam- 
ple, apply to depressive symptoms rather than depres- 
sive disorder. This may not limit generalizability, since 
Wells et al. (15) found in the Medical Outcomes Study 
that depressive symptoms, with or without depressive 
disorder, were associated with poor functioning in pa- 
tients with eight chronic medical conditions. 

Our results are limited to the patients we included ir 
the study, which represented two-thirds of those eligi- 
ble. Most of the remainder were excluded because they 
were too ill for a brief interview or were unable to give 
informed consent. The absence of knowledge about 
the psychopathology and medical care utilization of 
the excluded subjects does not reduce the relevance of 
our findings. The greater utilization of medical care 
that is associated with psychopathology can be tar- 
geted for reduction through experimental psychiatric 
interventions. Psychiatric intervention is more difficult 
with medical patients who are too ill to be interviewed 
or unable to give informed consent. Thus, our findings 
apply to those patients for whom psychiatric interven- 
tion is potentially more practicable. 
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Panic Disorder and Cardiovascular/ Cerebrovascular Problems: 
Results From a Community Survey 


Myrna M. Weissman, Ph.D., Jeffrey S. Markowitz, Dr.P.H., Robert Ouellette, M.Phil., 
Steven Greenwald, M.A., and Jeffrey P. Kahn, M.D. 


Follow-up studies of psychiatric patients with panic 
disorder have shown an abnormally high mortality 
rate in men due to cardiovascular and cerebrovascular 
events. The authors report that in the New Haven por- 
tion of the Epidemiologic Catchment Area program 
the risk for stroke in persons with lifetime diagnoses of 
panic disorder was over twice that in persons with 
other psychiatric disorders or no psychiatric disorder. 
After adjustments for demographic differences be- 
tween groups, the risk was even higher. While the re- 
sults should be interpreted cautiously because of the 
small sample and absence of medical examinations, 
these findings are consistent with clinical studies show- 
ing an association between panic disorder and cardio- 
vascular/cerebrovascular events. 

(Am J Psychiatry 1990; 147:1504—1508) 


anic disorder includes recurrent episodes of sud- 

den and unpredictable apprehension and is asso- 
ciated with such symptoms as dyspnea, palpitations, 
chest pain, choking, and sweating. Because these 
symptoms mimic several medical conditions, patients 
with panic disorder are high users of medical services 
(1). While an association between panic disorder and 
cerebrovascular problems has been noted, psychiatric 
assessments of patients with panic symptoms attending 
cardiology clinics have suggested that the association 
may stem from imp-zoper differential diagnosis due to 
the overlap between symptoms of panic and angina or 
cardiac arrhythmia (2—7). Other investigators have 
suggested that the above-normal frequency of mitral 
valve prolapse and possible accompanying arrhyth- 
mias in patients with panic disorder may explain a real 
association (7, 8). 
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For example, an above-normal risk of strokes and 
transient ischemic attacks in women less than 45 years 
old who have mitral valve prolapse has been shown (9, 
10). However, all investigators are not in agreement 
about the association between panic disorder and mi- 
tral valve prolapse (11). One study showed that panic 
disorder is unusually common in patients with idio- 
pathic dilated cardiomyopathy who are undergoing 
evaluation for cardiac transplant (12); other findings 
suggest mild left ventricle hypertrophy or dilation in 
panic patients (13). Coryell et al. (14, 15) showed a 
high mortality rate in men due to cardiovascular or 
cerebrovascular disease or to suicide in a 35-year fol- 
low-up of inpatients with panic disorder. This finding 
was replicated, although weakly, in two shorter, inde- 
pendently conducted follow-up studies of outpatients 
(16, 17). The greater likelihood of cardiovascular or 
cerebrovascular control mechanisms in panic disorder 
has been under investigation (18). For example, Taylor 
et al. (19), studying autonomic dysfunction, noted that 
patients with panic disorder have higher submaximal 
exercise treadmill heart rates, mean daily heart rates, 
and sleep heart rates than do control subjects. 

ECG monitoring of panic attacks showed the high 
rates to be sinus tachycardia (20). Similarly, many 
studies not directly involving panic disorder have 
shown an association between mental stress and myo- 
cardial ischemia (21). Haines et al. (22), in a 6-vear 
follow-up study of 1,457 white men 40 to 64 years of 
age who lived in northwest London, found that initial 
high scores for phobic anxiety were strongly related to 
subsequent major ischemic heart disease (fatal and 
nonfatal events combined) even when other associated 
variables (preexisting myocardial infarction at recruit- 
ment, cholesterol concentration, measured hemostatic 
variables, blood pressure, smoking, and age) were con- 
trolled. It is interesting that phobic anxiety was asso- 
ciated with fatal ischemic heart disease but not death 
from other causes. 

All of the studies except the Haines study have in- 
cluded patients coming for treatment to cardiac, psy- 
chiatric, or primary care clinics. Because of the ten- 
dency for persons with more than one disorder to 
come for treatment, a selection bias may exaggerate 
the association between panic disorder and cardiovas- 
cular or cerebrovascular problems. Epidemiologic 
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studies that include probability samples of the commu- 
nity may overcome the selection bias of patients com- 
ing for treatment but are weakened by the absence of 
clinical detail. In this paper we examine the relation- 
ship between reports of selected cardiovascular and 
cerebrovascular problems and diagnoses of panic dis- 
order in a probability sample of community residents. 
Since the actual number of persons with both panic 
disorder and the medical conditions under study is 
small, the results must be interpreted with caution; 
however, they are of interest in light of their consis- 
tency with findings from clinical studies. 


METHOD 
Epidemiologic Catchment Area (ECA) Program 


The ECA program is an epidemiologic study of rates 
and risks for psychiatric disorders based on a random 
sample of over 18,000 adults aged 18 and over living 
in five U.S. communities (New Haven, Conn.; St. Lou- 
is; Baltimore; Durham, N.C.; and Los Angeles). A full 
description of the purpose, methods, and sampling 
frame of the ECA study can be found elsewhere (23). 

Each ECA program site used the NIMH Diagnostic 
Interview Schedule (DIS) (24), a highly structured in- 
terview designed for epidemiologic studies that gener- 
ates DSM-III diagnoses for the major psychiatric dis- 
orders. Each site included some questions that were 
not part of the core battery. In New Haven, respond- 
ents were asked if they ever had hardening of the ar- 
teries, high blood pressure, a heart attack, or a stroke. 
No attempt was made to query respondents about mi- 
tral valve prolapse. Only the New Haven data are pre- 
sented here. This sample was drawn from 13 towns in 
the New Haven, Conn., standard metropolitan statis- 
tical area; 5,034 persons were interviewed, including 
an oversample of about 2,500 persons 65 years of age 
and older. 


Psychiatric Groups 


The total sample was divided into three groups. The 
first group included each subject with a diagnosis of 
panic disorder at some time in his or her life. They may 
also have had other psychiatric disorders. The second 
group included each subject with a positive (lifetime) 
diagnosis of any of the following DSM-III disorders: 
major depression, dysthymia, bipolar disorder, obses- 
sive-compulsive disorder, somatization disorder, alco- 
hol or drug abuse, and antisocial personality disorder. 
These constitute the majority of adult axis I disorders 
in DSM-HI. Subjects in this second group never had 
panic disorder. The third group comprised individuals 
without lifetime panic disorder and without any of the 
major psychiatric diagnoses just listed. The numbers of 
subjects in the tables vary slightly from the full sample 
because of missing data. 
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Data Analyses 


Our cross-tabulations presenting rates of disorder 
by sociodemographic variables include aztual numbers 
of persons surveyed and their weighted percent in the 
sample. Each sample subject has a known probability 
of selection from the target population. The weight is 
assigned to each respondent to compensate for under- 
or oversampling when determining population preva- 
lence (23). 

We analyzed the statistical associations between the 
four cardiovascular/cerebrovascula- outcome variables 
and the three diagnostic groups using the cross-tabu- 
lations with raw percents and by means of logistic re- 
gression. The following demographic characteristics in 
the logistic regressions were controlled: age (as a con- 
tinuous variable); sex; socioeconomic status, as a con- 
tinuous variable represented by a compasite score for 
education, income, and occupation; race (white or 
nonwhite); and marital status (marriec, single, sepa- 
rated/divorced, or widowed). 

` Adjusted odds ratios with 95% and 92% confidence 
intervals were derived from the logiszic regressions 
(25). Adjusted odds ratios provide ar. index of the 
strength of the associations between tne ‘diagnostic 
groups and the cardiovascular or cerebrovascular out- 
comes while controlling for key variazles. Statistical 
significance of the odds ratio can be judzed by whether 
or not the confidence interval excludes 1. An odds ra- 
tio with a confidence interval including 1 indicates no 
abnormally high risk. An odds ratio trat has a confi- 
dence interval with a lower limit greater than 1 indi- 
cates a significantly higher than normal risk. 


RESULTS 
Characteristics of the Sample 


A total of 60 New Haven subjects had lifetime panic 
disorder, representing a weighted mean of 1.5%. An 
additional 1,036 had other psychiatric disorders, which 
represents a weighted mean of abou: 26.1%. Over 
3,700 subjects (weighted mean of 72.4%) never had 
any psychiatric disorder. 

There were significant differences 01 all of the de- 
mographic variables between the diggnostic groups 
(table 1). All five sociodemographic factors were con- 
trolled in subsequent -nultivariate analyses, as de- 
scribed in the Method section. 


Association With Cardiovascular: Cerebrovascular 
Problems 


Table 2 shows the raw frequencies cf the cardiovas- 
cular and cerebrovascular problems in the three psy- 
chiatric diagnostic groups. According to the chi-square 
statistic, only stroke approached statistical significance 
(x?=4.73, df=2, p=0.09) across the -hree groups. In 
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TABLE 1. Sociodemograph‘c Characteristics of Subjects With Lifetime Diagnoses of Panic Disorder, Other Psychiatric Disorders, or No 


Psychiatric Disorder in the New Haven ECA Site 


Other Psychiatric 


No Psychiatric 


Panic Disorder Disorder Disorder 
(N=60, (N=1,036, (N=3,778, 
weighted %=1.5%) weighted %=26.1%) weighted %=72.4%) Chi-Square Analysis 
Weighted Weighted : Weighted 
Characteristic N % N %o N %o a df p 
Sex 19.03 2 0.001 
Male 12 21 467 $1 1,517 45 
Female 48 79 570 49 2,261 55 
Age (years) 312.22 8 0.001 
18—24 5 7 146 21 266 15 
25-34 22 36 261 32 450 19 
35—44 15 29 140 17 327 15 
45—64 11 25 165 23 614 33 
65 and over 7 2 325 8 2.121 19 
Marital status 180.06 6 0.0C1 
Married 25 55 471 52 1,930 63 
Widowed 6 5 157 4 1,000 9 
Divorced/separated 19 28 182 15 307 7 
Single 10 12 227 29 539 20 
Socioeconomic status (quartile) 23.72 6 0.001 
Bottom 4 4 112 6 602 10 
Second 22 43 403 © 36 1,356 33 
Third 18 28 343 39 1,166 36 
Top 16 25 176 19 643 22 
Race } 18.67 4 0.001 
White > 54 90 885 84 3,370 87 
Black 5 9 95 11 313 10 
Other 1 1 48 5 86 3 


TABLE 2. Prevalence of Self-Reported Cardiovascular/Cerebrovas- 
cular Problems in Subjects With Lifetime Diagnoses of Panic Dis- 
order, Other Psychiatric Disorders, or No Psychiatric Disorder in 
the New Haven ECA Site 


Prevalence (weighted %) 


Other No 

Panic Psychiatric Psychiatric 

Disorder Disorder Disorder 

Health Problem (N=60) (N=1,036) (N=3,778) 
Hardening of the arteries LZ 7.6 7.0 
High blood pressure 26.7 30.8 28.8 
Heart attack 8.3 8.6 7s 
Stroke* | 8.3 3.5 3.3 


"Significant difference between subjects with panic disorder and 
those with no psychiatric disorder (y*=5.95, df=1, p=0.05); the 
difference approached significance for the comparison of all three 
groups (x7=4.73, df=2, p=0.09) and for panic disorder versus 
other psychiatric disorders (y?=3.73, df=1, p=0.06). 


unadjusted comparisons, the subjects with panic dis- 
order had a risk of stroke over twice as high as that for 
subjects with other psychiatric disorders (y*=3.73, df= 
1, p=0.06) or no psychiatric disorder (y7=5.95, df=1, 
p=0.05). l 

When demographic characteristics were controlled 
(table 3), the results of the logistic regressions showed 
that subjects with panic disorder were at higher risk of 
having high blood pressure (adjusted odds ratio= 
1.91), heart attack (adjusted odds ratio=4.54), and 
stroke (adjusted odds ratio=11.95) than the group 
with no psychiatric disorder. Compared to subjects 
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with no psychiatric disorder, those with psychiatric 
disorders other than panic were at higher risk of hav- 
ing hardening of the arteries (adjusted odds ratio= 
2.15), high blood pressure (adjusted odds ratio=1.77), 
heart attack (adjusted odds ratio=2.08), and stroke 
(adjusted odds ratio=1.69). The comparisons between 
the subjects with panic disorder and the subjects with 
any other psychiatric disorder yielded significant re- 
sults for stroke only (adjusted odds ratio=7.09) (table 
3). 

The higher risk seen in the adjusted analyses reflects 
the younger overall age of the panic disorder group 
(table 1). We cautiously interpret the higher risk as 
suggesting that if the relatively young panic group 
were as old as the no-disorder and other-disorder 
groups, the differences seen in table 2 would be even 
greater. The adjusted analyses in table 3 merely assure 
that the associations reported in table 2 were not due 
to confounding demographic variables. 


DISCUSSION 


The limitations of the study are obvious. Medical 
examinations and laboratory tests were not conducted. 
While the sample surveyed was large, the actual num- 
ber of people with both stroke and panic disorder was 
small. On the other hand, the use of a probability sam- 
ple overcomes the selection bias of a clinic sample. 

Viewed within these limitations, these findings are 
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TABLE 3. Adjusted Odds Ratios for Cardiovascular/Cerebrovascu- 
lar Problems in Subjects With Lifetime Diagnoses of Panic Disor- 
der, Other Psychiatric Disorders, or No Psychiatric Disorder in the 
New Haven ECA Site 


Adjusted 95% 


Odds Confidence 

Comparison Ratio? Interval? p 
Hardening of the arteries 

Panic versus other disorder 2.27 0.06—3.45 n.s. 

Panic versus no disorder 1.05 0.12-7.30 n.s. 

Other versus no disorder 2.15 1.61-2.87 0.001 
High blood pressure 

Panic versus other disorder 1.07 0.58-1.99 n.s. 

Panic versus no disorder 1.91 1.04-3.51 0.04 

Other versus no disorder 1.77 1.50-2.10 0.001 
Heart attack 

Panic versus other disorder 2.18 0.80-5.99 n.s. 

Panic versus no disorder 4.54 1.67-12.34 0.003 

Other versus no disorder 2.08 1.58-2.73 0.001 
Stroke 

Panic versus other disorder 7.09 2.44-20.63 0.001 

Panic versus no disorder 11.95 4.22—33.84 0.001 

Other versus no disorder 1.69 1.12-2.53 0.01 


* Adjusted for age, sex, marital status, race, and socioeconomic sta- 
tus. 

bA confidence interval with a lower limit greater than 1.00 indicates 
above-normal risk. 


interesting when considered against the Coryell et al. 
and Martin et al. mortality studies and the Haines et 
al. follow-up study. Coryell et al. (16), in a 12-year 
follow-up of 155 outpatients with anxiety, noted that 
the high rate of deaths ascribed to cardiovascular or 
cerebrovascular disorders on death certificates for men 
was due to a variety of terminal events. In a 35-year 
follow-up of 113 former inpatients with panic disor- 
der, Coryell et al. (15) found a high rate of mortality 
for men due to cardiovascular or cerebrovascular dis- 
ease. Martin et al. (17) studied 500 outpatients in a 
7-year follow-up. Sixty percent of the patients had 
panic disorders. A significant association between car- 
diovascular or cerebrovascular mortality and panic 
disorder was found. The Haines et al. (22) longitudinal 
study of men 40 to 64 years of age showed that initial 
high scores for phobic anxiety were associated with a 
high risk of fatal ischemic heart disease 6 years later, 
even when other associated risk factors were con- 
trolled. The relationship between high levels of phobic 
anxiety and DSM-III panic disorder is unclear. 

Our findings raise questions about possible mecha- 
nisms to explain the association. The two major mech- 
anisms for stroke are thromboembolism (loosening of 
a blood clot from the heart or carotid artery) and hem- 
orrhage (usually the rupture of an artery in the brain 
during a hypertensive episode). Thromboembolic strokes 
are more common. A relationship to panic disorder 
could be mediated by panic-related enlargement of the 
left ventricle of the heart (12). Left ventricle enlarge- 
ment increases the risk of thrombus formation and 
subsequent risk of stroke. Alternatively, if panic disor- 
der increases the risk of hypertension (not strongly 
supported here), there could be a consequent risk of 
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hemorrhagic strokes. It is also possible the association 
is due to stroke-induced brain damage azd consequent 
panic disorder. The relatively early onset of panic 
(range, 8—35 years) in our sample makes this unlikely. 
The association observed may be due to an indirect 
iricrease in risk factors. Persons with ganic disorder 
may be less prudent in their diets, drinking, smoking, 
or other health habits. For exa-nple, i in cne study (26) 
a significantly higher than expected number of patients 
with panic disorder had cholesterol vzlues that ex- 
ceeded the 75th percentile of national re<erence values 
for their age and sex. 

The association between the presence 3f any psychi- 
atric disorders, high blood pressure, and heart attacks 
is of interest since others have shown zn association 
between mental stress and myocardial ischemia, inde- 
pendent of physical exertion (21). Clinical studiés are 
required to replicate the findings and to cetermine pos- 
sible mechanisms. 
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Successful Treatment of Nonpurging Bulimia Nervosa 
With Desipramine: A Double-Blind, Placebo-Controlled Study 


Una D. McCann, M.D., and W. Stewart Agras, M.D. 


Twenty-three women with nonpurging bulimia un- 
derwent a 12-week, double-blind, placebo-controlled 
trial of desipramine hydrochloride. Repeated stand- 
ardized rating scales, mood assessments, and self-re- 
ports of dietary habits were used to measure changes in 
binge frequency and cognitive processes associated 
with food intake. The women who received desipra- 
mine reduced their frequency of binge eating by 63%, 
but women receiving placebo increased their frequency 
of binge eating by 16%. Twelve weeks after initiating 
treatment, 60% of the treatment group but only 15% 
of the placebo group abstained from binge eating. The 
women who received desipramine showed significantly 
more dietary restraint and reported significantly less 
hunger, suggesting that desipramine acts to suppress 
appetite. These preliminary findings suggest that the 
therapeutic effects of desipramine established in the 
treatment of purging bulimia nervosa extend to pa- 
tients with nonpurging bulimia. 

(Am J Psychiatry 1990; 147:1509~1513) 


here is a subpopulation of patients with bulimia 
nervosa who engage in regular binge eating with- 
out purging (1—4). Typically, these patients have a his- 
tory of numerous strict or fad diets, punctuated by 
recurrent episodes of binge eating. Like patients with 
purging bulimia, patients with nonpurging bulimia 
have persistent overconcern with body shape and 
weight. Unlike patients with purging bulimia, patients 
with nonpurging bulimia tend to be overweight and, 
by definition, continue to binge without purging by 
means of self-induced vomiting or laxative use. Binge 
episodes are typically terminated because of the need 
for sleep, social interruptions, or abdominal pain. 
Surprisingly, this subpopulation of patients with bu- 
limia has not been included in previous controlled 
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medication trials for the treatment of bulimia (5—15). 
This is unfortunate, since effective treatments for non- 
purging bulimia are needed because of the health risks 
associated with bulimia and with obesity (e.g., hyper- 
tension, hypercholesterolemia, diabetes, and degener- 
ative joint disease) (16). The exact preva-ence of non- 
purging bulimia is not known but is likely to be 
substantial. An estimated 20% to 46% of overweight 
adults seéking treatment tor weight loss engage in reg- 
ular binge eating without purging (2, 4, 17). Given that 
34 million adults in the United States are overweight 
(16), even if only a small fraction of these met the full 
criteria for bulimia nervesa, it would represent a large 
number of individuals. 

Antidepressant medications have been found to be 
quite useful in the treatment of patients with purging 
bulimia (5—15). Although they have not been uni- 
formly successful, the rate of reported treatment suc- 
cess, defined as abstinence from binge and purge be- 
haviors, has been as high as 68%. When defined as 
reduced binge eating, the success rate reported has 
been as high as 91%. The purpose of this study was to 
determine whether desipramine hydrochloride is also 
effective in the treatment of nonpurging bulimia. The 
relationship between the purging and nonpurging 
forms of bulimia and binge eating in nanbulimic indi- 
viduals is not known. However, since the symptom of 
binge eating characteristically responds to antidepres- 
sant treatment to a greater degree thar does the symp- 
tom of purging (16-21; DSM-III-R), we hypothesized 
that patients with nonpurging bulimia might also be 
treated effectively with antidepressant medications. To 
evaluate this hypothesis, a double-blind, placebo-con- 
trolled trial was undertaken testing tke efficacy of de- 
sipramine hydrochlorice in the treatment of women 
with nonpurging bulimia. 


METHOD 


Women with nonpurging bulimia were recruited by 
a behavioral medicine clinic through notices in local 
newspapers, newsletters, and a local television health 
program. The women were required to have an aver- 
age of at least two binge eating episades per week for 
a minimum of 1 year and to meet the DSM-III-R re- 
quirements for bulimia nervosa. As such, they all had 
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NONPURGING BULIMIA NERVOSA AND DESIPRAMINE 


TABLE 1. Past and Present DSM-III-R Diagnoses of 30 Women 
With Nonpurging Bulimia 


Diagnosis Number Percent 
Purging bulimia nervosa 1 3 
Current major depression 3 10 
Past major depression 15 50 
Past substance abuse ‘4 23 
Current panic disorder 1 3 
Past panic disorder 3 10 
Present generalized anxiety 1 3 
Past generalized anxiety 1 3 
Present social phobia 4 13 
Past social phobia 4 13 
Present simple phobia 6 20 
Past simple phobia 2 23 
Agoraphobia 1 3 


histories of strict dieting or fasting and persistent over- 
concern with their body weight and shape. The women 
were required to keep a food diary for the week before 
the study in order to verify historical self-reports of 
binge eating. All of the women considered themselves 
at least 15% overweight, although body mas indices 
(weight in kg divided by height in meters squared) 
ranged from the upper limits of normal (body mass 
index=23) to morbidly obese (body mass index=41). 
All of the women undezwent a standardized interview 
for DSM-III-R diagnoses (the Structured Clinical In- 
terview for DSM-III-R) (22) (see table 1). Excluded 
from the study were wcmen who regularly purged (ei- 
ther by vomiting or laxative abuse), were taking psy- 
chotropic medications, or suffered from a psychotic 
condition or current drug abuse. The women were re- 
quired to have medical clearance from an internist be- 
fore their participation in the study, and all provided 
written, informed consent. The women were randomly 
allocated to either desipramine or placebo. 

The women were seen at the clinic for the first 4 
study weeks and then at weeks 6, 9, and 12. A fol- 
low-up visit was conducted at week 16. Sessions were 
conducted by a study psychiatrist (U.D.M.) unaware 
of the medication condition, using a standard proto- 
col. Specific questions were asked regarding the num- 
ber of birige episodes during the previous week, num- 
ber of days in the previous week during which binge 
eating occurred, adherence to the medication, medica- 
tion side effects, and depression. Due to the nature of 
binge eating not clearly terminated by a purging epi- 
sode, the women with nonpurging bulimia were able 
to recall the number of days on which binge eating 
occurred better than they could recall the total number 
of binges per day. Therefore, the number of days of 
binge eating per week was felt to be a more accurate 
measure of binge frequency. 

The women kept food diaries during the week be- 
fore the medication trial, during the 12th week of the 
trial, and during the 4th week following discontinua- 
tion of medication. This method of assessment was 
kept to a minimum because food diaries are often used 
as a therapeutic intervention in cognitive and behav- 
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ioral therapies for eating disorders (23). They could, 
therefore, add another variable to the study. The 
women were counseled on how to cope with medica- 
tion side effects and, if necessary, how to maximize 
compliance. Counseling regarding diet, weight loss, 
and psychological concerns was specifically avoided. 
Each session lasted approximately 15 minutes. 

An initial dose of 25 mg/day of desipramine hydro- 
chloride (one capsule) was prescribed on the first week 
of the study. Medication was gradually increased, de- 
pending on therapeutic response and tolerance of side 
effects, to a maximum of 300 mg/day. The women 
were instructed to increase their dose by one capsule 
(25 mg) every 2 days for the first week. Capsules con- 
taining 50 mg were used during the second week, and, 
again, the women were told to increase their medica- 
tion dose by one capsule (50 mg) every 2 days, unless 
they were unable to tolerate the side effects, in which 
case they were told to continue to take their maximum 
tolerated dose. At each clinic visit, the women were 
required to bring their medication bottle, and all pills 
were counted and accounted for. During week 12, 
medication was discontinued by slow taper over á 7— 
10-day period. 

` The average dose of desipramine taken was 188 mg/ 
day (range= 100-300 mg/day). The average dose of 
placebo was five capsules (range=3-6 capsules). 

Seven of the women dropped out during the course 
of the drug trial. Two of these were receiving placebo, 
and five were receiving active medication. Of the latter, 
two withdrew at week 3 after developing drug-associ- 
ated skin eruptions, two dropped out because of a feel- 
ing of malaise (week 2 and week 9), and the fifth failed 
to keep her second appointment (week 2), stating that 
she would be unable to participate in the study because 
of scheduling conflicts. In the placebo group, one pa- 
tient withdrew from the study at week 9 because of 
unpleasant feelings in her throat, and another failed to 
keep follow-up appointments following her first visit. 

In addition to the data collected by the study psy- 
chiatrist during clinic visits, the women were weighed 
and asked to complete a computerized battery of ques- 
tionnaires on weeks 0, 3, 6, 9, 12, and 16. Question- 
naires included the Beck Depression Inventory (24), 
the Three-Factor Eating Questionnaire (25), the 
Semantic Differential Scale (26), and the Bulimic 
Thoughts Scale (unpublished 1986 paper of D.L. 
Franko et al.). The Beck inventory was designed to 
assess depressive symptoms. The Three-Factor Eating 
Questionnaire is composed of three subscales: cogni- 
tive restraint (restraint), tendency toward disinhibition 
of eating (disinhibition), and perceived hunger (hun- 
ger). The Semantic Differential Scale provides a meas- 
ure of body image. The Bulimic Thoughts Scale pro- 
vides an assessment of dietary cognitions associated 
with binge eating. 

Data were analyzed by using a repeated-measures 
analysis of covariance, with the baseline value of the 
measure as the covariate. 
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TABLE 2. Outcome Measures in 23 Women With Nonpurging Bu- 
limia Before and After a 12-Week Trial of Desipramine (N=10) or 
Placebo (N= 13) 


Women Given Women Given 


Desipramine Placebo 

Measure Mean SD Mean SD 
Days of binge eating per 

week? 

Before treatment 3.8 1.8 2.5 1.9 

After treatment 1.4 22 2.9 2.3 
Binges per week 

Before treatment 3.8 1.8 3.5 2.6 

After treatment 1.4 2.2 3.7 3.4 
Disinhibition score on the 

Three-Factor Eating 

Questionnaires 

Before treatment 13.7 1.5 13.3 2.0 

After treatment 7.5 4.5 13.1 1.7 
Hunger score on the 

Three-Factor Eating 

Questionnaire : 

Before treatment 10.6 3.1 8.2 4.2 

After treatment 6.0 3.7 8.8 3.6 
Restraint score on the 

Three-Factor Eating 

Questionnaire? 

Before treatment 8.2 5.2 9.5 2.4 

After treatment 12.4 4.7 9.6 4.8 
Bulimic Thoughts Ques- 

tionnaire score 

Before treatment 41.2 11.2 42.6 13.4 

After treatment 36.9 9.6 46.8 16.5 
Body image score on the 

Semantic Differential 

Scale 

Before treatment 3.1 0.8 3.4 0.8 

After treatment 4.1 1.1 3.8 1.0 
Beck Depression Inven- 

tory score 

Before treatment 12.4 6.9 12.1 8.7 

After treatment 6.4 7.1 Fide 6.5 
Weight (kg) 

Before treatment 91.6 20.1 89.1 16.0 

After treatment 88.1 18.9 87.9 14.9 


Body mass index 


Before treatment 31.7 4,7 30.3 5.0 
After treatment 30.6 4.1 29.9 4.8 
The difference between groups was significant (F=9.2, df=1, 22, 
p<0.006). 
>The difference between groups was significant (F=4.63, df=1, 22, 
p<0.04). 
“The difference between groups was significant (F=17.5, df=1, 21, 
p<0.001). 
“The difference between groups was significant (F=8.81, df=1, 21, 
p<0.007). 


“The difference between groups was significant (F=4.62, df=1, 21, 
p<0.04). 


RESULTS 


After 12 weeks of treatment, the women receiving 
desipramine decreased the number of days per week 
that they engaged in binge eating by 63%, but the 
women receiving placebo showed a 16% increase (see 
table 2). Similarly, although the medication group 
showed a decrease of 63% in total number of binges 
per week, this behavior increased by 6% in the placebo 
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group (see table 2). Sixty percent (N=6, of the treat- 
ment group and 15% (N=2) of the pg acebo group 
abstained from binge eating at the 12-week assess- 
ment. 

In terms of secondary measures, the medication 
group had a significantly greater reduction in the ten- 
dency for disruptive environmental events to precipi- 
tate binge eating than the placebo group (the disinhi- 
bition subscale) (see table 2). The med_zation group 
also reported a significantly greater reduction in hun- 
ger (the hunger subscale) and a significantly greater 
increase in dietary restraint (the restraint subscale) 
than the placebo group (see table 2). There were no 
significant differences between groups in the remaining 
secondary measures, including bulimic thoughts, per- 
ception of body image, cepression, and weight (see 
table 2). 

As shown in figure 1, when medicatior was discon- 
tinued there was a tendency for disinhibi-ion, hunger, 
and binge eating frequency to return to bzseline by the 
16-week assessment, although this tendency did not 
reach statistical significance. 


DISCUSSION 


The present findings suggest chat desipramine may 
be useful in the treatment of nonpurging bulimic pa- 
tients. Desipramine, given over a 12-wee& period, re- 
sulted in a 63% reduction in the frequency of binge 
eating in women with nonpurging bulimia, but pla- 
cebo administration was associated with a 16% in- 
crease in binge frequency. In addition, des pramine led 
to a total abstention from binge eating in 60% of 
women over 12 weeks, whereas only 15% of the pla- 
cebo group was abstinent at 12 weeks. These observa- 
tions suggest that desipramine, previously found to be 
successful in the treatment of purging bu_imia, is also 
useful in the nonpurging form of this discrder. 

The present results also suggest that the antidepres- 
sant action of desipramine is not essentiz! for its ef- 
ficacy in reducing binge eating, since the participants in 
this study had low scores on the Beck inventory and 
were not clinically depressed. Moreover, tkere were no 
significant differences in depression between groups 
following treatment. Although arguing ag=inst the hy- 
pothesis that bulimia nervosa is an expression of major 
depression, this finding still leaves open tk2 possibility 
that bulimia nervosa shares the same chemical mech- 
anism as major depression. Thus, reducticns-in binge 


eating brought about by desipramine coulz be second- 


ary to the same neurochemical mechanisms that bring 
about improvements in depressive symptoms (27, 28). 

Although previous studies have identified an in- 
crease in dietary restraint as a key factor ir promoting 
binge eating (3), our findings indicate that it is not the 
sole factor in precipitating bulimia. Al-hough the 
women in this study had high scores at baszline on the 
restraint subscale of the Three-Factor Eatin2 Question- 
naire, desipramine treatment was associazed with an 
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FIGURE 1. Frequency of Binge Eating, Perceived Hunger, and Abil- 
ity of Environmental Events to Precipitate Binge Eating (Disinhibi- 
tian) in 23 Women With Nonpurging Bulimia During and After a 
12-Week Trial of Desipramine (N=10) or Placebo (N=13) 


NUMBER OF DAYS BINGED 


NUMBER OF DAYS 





HUNGER 


SCORE 


SCORE 






O Placebo 


F @ Desipramine Ea 


Withdrawal 
r E E E EE OO S | 


0 3 6 9 12 16 


increase rather than a decrease in dietary restraint. 
Taken alone, these results would seem to be at odds 
with those of other investigators, which would predict 
an increase rather than a decrease in binge eating with 
increased dietary restraint (3). However, the two find- 
ings can be reconciled if one assumes that in addition 
to dietary restraint, a heightened sense of hunger is 
needed to promote binge eating. Thus, although the 
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women had.a greater tendency to restrict food intake 
and a heightened perception of hunger at baseline, 
treatment with desipramine significantly reduced their 
perception of hunger and therefore reduced their binge 
eating. This interpretation, if correct, would suggest 
that the primary action of desipramine on binge eating 
is through appetite suppression and that reducing hun- 
ger facilitates the patient’s efforts to resist environmen- 
tal factors that precipitate binge eating. Others have 
found desipramine to have appetite-suppressant effects 
(27) and to enhance the anorexigenic actions of am- 
phetamine (28). 

As a group, the women receiving desipramine lost an 
average of 3.5 kg; the weight loss in some individuals 
was dramatic (15.9 kg). Although the mean difference 
in weight loss between the placebo and medication 
groups did not achieve statistical significance, it is im- 
portant to emphasize that no dietary counseling was 
offered (to avoid confounding the effects of desipra- 
mine) and that the women were told that reduction of 
binge eating rather than weight reduction was the chief 
aim of the study. The absence of dietary counseling 
and structured cognitive or behavioral methods typi- 
cally used in weight loss programs could possibly also 
account for the failure of- scores on the bulimic 
thoughts questionnaire to change in conjunction with 
the decrease in binge eating. 

Although the results of this study are encouraging, 
they should be regarded as preliminary. The number of 
subjects who completed the medication trial is small 
(23 of 30 women). However, the fact that there was a 
significant difference between the two groups in spite 
of this small number of subjects suggests that the treat- 
ment effects may actually be quite robust. It should 
also be noted that several of the women who received 
desipramine developed side effects (rash, orthostatic 
hypotension, generalized malaise}. Such side effects 
could limit the patient population that can be effec- 
tively treated with desipramine. The clinical utility of 
desipramine in the treatment of binge eating may also 
be limited by the tendency for subjects to resume binge 
eating following withdrawal from desipramine. This 
finding suggests that the anti-binge-eating effects of 
desipramine are short-lived, at least when taken only 
for a 12-week period, and that recidivism follow- 
ing discontinuation of medication may be a problem. 
Longer medication trials or different dose regimens 
need to be tested to determine whether more perma- 
nent improvements in eating patterns and greater pa- 
tient compliance are attainable with desipramine. 
More lasting effects might also be achieved if desipra- 
mine therapy was used as one component of a struc- 
tured behavioral weight reduction program. 

In summary, the results of this study suggest that 
desipramine is superior to placebo in the treatment of 
nonpurging bulimia nervosa. Further, they suggest that 
antidepressants may exert their therapeutic action in 
bulimia by suppressing appetite rather than by elevat- 
ing mood. Additional clinical trials addressing both the 
pharmacological and cognitive aspects of bulimia may 
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help in efforts toward devising more effective and spe- 
cific treatments for patients who suffer from this com- 
mon eating disorder. 
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Update on the Epidemiology of Anorexia Nervosa 
ina Defined Region of Switzerland 


Jürg Willi, M.D., Graziella Giacometti, M.D., and Bernhard Limacher, Ph.D. 


In this follow-up investigation, the authors studied 
all Swiss women in the canton of Zurich who devel- 
oped anorexia nervosa between ages 12 and 25 years 
and who were hospitalized for the first time with this 
diagnosis between 1583 and 1985. Data were com- 
pared with those from an earlier study, which focused 
on the periods 19565-1958, 1963—1965, and 1973- 
1975. The incidence of anorexia nervosa did not in- 
crease significantly during 1983-1985 compared to 
1973-1975, in contrast to the constant increase found 
between 1956 and 1975. However, the more frequent 
use of vomiting and abuse of laxatives in 1983—1985 
may indicate an increase in cases with mixed features 
of anorexia nervosa and bulimia. 

(Am J Psychiatry 1990; 147:1514-1517) 


i n 1983 we published a study in the American Jour- 
nal of Psychiatry (1) on the incidence of hospital- 
izations of women for anorexia nervosa in the canton 
of Zurich during three randomly selected sampling pe- 
riods between 1956 and 1975. The data were gathered 
retrospectively from case histories on file at all pediat- 
ric, medical, and psychiatric clinics in the canton. We 
found an overall significant increase in the incidence of 
anorexia nervosa, from 0.38 cases/100,000 for 1956— 
1958 to 0.55/100,00€ for 1963—1965 to 1.12/100,000 
for 1973—1975. Age at onset of illness, interval be- 
tween onset and first hospitalization, and illness profile 
remained constant across all three periods. With the 
present study we add a further sample drawn 10 years 
later (1983—1985). 


METHOD 


The canton of Zurich, one of 25 Swiss cantons, rep- 
resents a clearly defined region that included approx- 
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imately 1,120,000 inhabitants in the period 1983- 
1985 (1,035,666 in 1970). The canton is highly indus- 


' trialized and is served by a supraregional university 


hospital and an extensive network of central and re- 
gional hospitals. The cost of treatment is fully covered 
by health insurance. Because fees for treatment outside 
the canton are higher, it is unlikely that anorexic pa- 
tients from the canton of Zurich would be hospitalized 
elsewhere. | 

All private and state clinics of internal medicine, pe- 
diatrics, and psychiatry in the canton of Zurich were 
surveyed in our study; they included 28 medical clinics 
or departments, four pediatric clinics or departments, 
one clinic for child psychiatry, seven psychiatric clin- 
ics, and two psychotherapeutic clinics. We had access 
to all archives of the included hospitals. Since the files 
for more recent years are now computerized at all hos- 
pitals, it was—contrary to the situation in 1975—not 
difficult to locate the registered cases. In the earlier 
investigations, data were missing from six smaller pri- 
vate hospitals because of insufficient records. These 
hospitals were included in the present study. Because 
only one case could be identified in these hospitals for 
the period 1983-1985, the error in relation to the 
1973—1975 study is not significant. 

All medical records indicating anorexia nervosa 
were examined. When medical information was miss- 
ing or incomplete, doctors or patients were contacted 
by telephone and questioned. We did not attempt to 
study the incidence of bulimia, since the medical 
record entries are still unreliable in this regard and 
many patients tend to deny these symptoms when 
questioned over the telephone. 

We included all Swiss women residing in the canton 
of Zurich who developed anorexia nervosa between 
the ages of 12 and 25 and who were hospitalized in a 
Zurich hospital because of anorexia nervosa for the 
first time in their lives during 1983-1985. The clinical 
diagnosis of anorexia nervosa had to be unambiguous, 
i.e., Other psychiatric or somatic illnesses had to be 
ruled out. Only patients whose weight at admission 
was at least 15% under normal weight (according to 
Geigy tables (2]) and at least 25% below the subject’s 
maximum weight before the onset of illness were con- 
sidered. For patients 15 years old and younger, we 
used the age-standardized normal-weight tables for 
Swiss children from birth to 20 years (3). 
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TABLE 1. Incidence of Anorexia Nervosa Among Women in the 
Canton of Zurich and Interval Between Onset and First Hospital- 
ization 


1956-1958 and 


1963-1965 1973—1975 1983-1985 
A Interval Interval Interval 
ge at 
Ontet (years) (years) (years) 
(years) N Mean SD N Mean SD N Mean SD 


12-15 10 30 49 13 45 15 22 21 3 
16-187 10 1.0° 1.5 14 3.95 31 12 10 1. 
19-25 7 26 30 11 25 20 14 40 3 


E 7.50, df=2, 33, p=0.002. 
bGroups ‘significantly different at the 0.001 level; Duncan’s test for 
post hcc differences. 


NE ON 


RESULTS 


Incidence of Anorexia Nervosa and Demographic 
Characteristics 


Incidence. The incidence TA anorexia nervosa during 
1956—1958 and 1963-1965, 1973—1975, and 1983— 
1985 is presented in table, i: For the period 1983— 
1985, 48 cases of anorexia nervosa were found: 19 for 
1983, 12 for 1984, and 17 for 1985. In absolute terms, 
this represents a clear i increase over the three previous 
periods. The incidence in the total canton population 
in 1983-1985 was—at 1.43/100,000—higher than in 
1973-1975, but this difference is not statistically sig- 
nificant. Furthermore, despite the larger absolute num- 
ber of cases in 1983—1985, no. difference could be 
found with 1973-1975 in the ratio of anorexic pa- 
tients to the number of females 12—25 years old in the 
total canton population. This points to the importance 
of controlling for the size of the risk group when mak- 
ing such comparisons. 

Between 1956 and 1973 we found a shift in the 
place of first hospitalization from pediatric and inter- 
nal medicine clinics and departments toward psychiat- 
ric clinics and departments. In the 1956-1958 sample, 
no subject was hospitalized in a psychiatric clinic, 
while $ 0% (N=5.of 10 subjects) were hospitalized in 
pediatric clinics and 50% in internal medicine clinics. 
In 1963-1965, 6% (N=1 of 17) of the subjects were 
hospitalized i in ‘psychiatric clinics and only 24% (N=4) 
in pediatric clinics. In 1973-1975, 32% (N=12 of 38) 
of the subjects were hospitalized i in psychiatric clinics, 
somewhat more than in pediatric clinics. In 1983— 
1985, psychiatric clinics were—with 35% (N=17 of 
48) of first hospitalizations—equal to internal medi- 
cine clinics, while pediatric clinics—with 30% (N= 
14)—ranked somewhat lower. The shift toward psy- 
chiatric hospitalization of anorexic patients has thus 
slowed, possibly as a result of the increase in liaison 
psychiatry at medical and pediatric clinics over the last 
10 years. 

Age. The mean+SD age at onset of anorexia nervosa 
was 16.8+3.2 years, and the average interval between 
onset and first hospitalization was 2.4 years. Both of 
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these values are consistent with those round for the 
three previous periods. 

Education. In the literature (4, 5), it 2as been sug- 
gested that patients with anorexia nervosa rank above 
average in intelligence, differentiation ir character or 
sensitiveness, and talent. However, to our knowledge, 
with the exception of our previous stud’ (1), this has 
never been statistically investigated and confirmed. 
The percentage of anorexic patients attending the 
higher schools (Sekundarschule and Gymnasium) de- 
clined slightly from 1956-1958 (90%; N=9 of 10) to 
1973—1975 (84%; N=32 of 38) and significantly from 
1973-1975 to 1983-1985 (67%; N=3z of 48) (x* 
3.36, df=1, p=0.05). For the 1983-1985. sacle 
there was no longer a significant difference between the 
anorexic patients and the total canton population in 
the type of school attended. This-was in contrast to the 
1963-1965 and 1973—1975 samples, far which the 
difference between anorexic patients and the total 
population at the seventh school year (1966-1967) 
was highly significant (y7=7.23, df=1, p=0.01, and 

x7=12.53, df=1, p=0.001, respectively). 

Oe te a Rone: status. We categorized the fathers 
(age range, 40—59 years) of the anorexic patients into 
five socioeconomic classes. Fifty percent ‘N=5 of 10) 
of the fathers were assigned to the higher classes I-III 
for the period 1956-1953, 71% (N=12 of 17) for 
1963—1965, 74% (N=28 of 38) for 1973-1975, and 
79% (N=38 of 48) for 1983-1985. These figures dif- 
fer sharply from those for the total population, of 
which only 28% fell into these categories in 1970 and 
1980. Our investigation revealed a decrease in the 
school performance of the anorexic patients but an 
increase in the occupational staius of their fathers. 


The Anorexia Nervosa Syndrome 


The illness profile has remained constant regarding 
age at onset and interval between onset and first 
hospitalization. 

Weight loss. The body weight at the time of first 
hospitalization was compared to normal weight (aver- 
age weight by sex, age, and height [2, 3]). In order to 
be defined as anorexic, a patient had to have lost— 
through refusal of food—at least 25% of her maxi- 
mum weight before onset of illness and had to be at 
least 15% below normal body weight. These cr:teria 
are in accordance with the definition adopted by Feigh- 
ner et al. (6) and with DSM-III, both of which require 
a loss of at least 25% of original body weight. 

For the 1983—1985 sample, the mean deviation 
from normal weight was 17.9+5.0 kg, i.e., 32.8%; 
this represented a significant increase in the mean 
weight loss over the four samples (1956—1358: 25.5%; 
1963-1965: 28.4%, 1973-1975: 30.6%) (F=3.35, 
df=3, 109, ps0.05). A pre-illness deviation of more 
than 5 kg from normal weight was found in 51% 
(N=33 of 65) of the patients in the first three samples 
(30% [N=20] were overweight, 20% [N=13] were 
underweight). For thé 1983—1985 period. on the other 
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hand, the figure was 71% (47% [N=23 of 48] were 
overweight, 23% [N=11] were underweight). More of 
the patierits included in the last sample, then, deviated 
from normal weight and were overweight than were 
patients in the earlier samples. 

Menstruation. The age at first menstruation re- 
mained constant across all four time samples, with a 
mean of 13.1 years for 1955—1958 (range=12~—15), 
12.9 years for 1963-1965 (range=11-—19) and 1973- 
1975 (range=10—16), and 12.8 vears for 1983-1985 
(range=11—17). At the time of hospital admission, 
only four of the 48 subjects in the 1983-1985 sample 
reported normal menstruation; 37 had amenorrhea, 
and five had not yet begun to menstruate. In addition, 
there was one case of oligomenorrhea and one case of 
earlier amenorrhea treated with oral contraceptives. 

Vomiting and abuse of laxatives. Vomiting was re- 
ported for 75% (N=36 of 48) of the subjects in the 
1983—1985 sample; this figure was significantly larger 
than those for the three previous samples (approxi- 
mately 50% for eack: N=5 of 10 for 1956-1958, 
N=9 of 17 for 1963-1965, and N=17 of 38 for 
1973-1975) (y7=8.52, df=1, p=0.01). Similarly, the 
abuse of laxatives was significantly more often re- 
ported in the 1983—1985 sample (in 50% of the sub- 
jects [N=24 of 48], compared to approximately 30% 
in the three previous periods: N=1 of 10 for 1956- 
1958, N=S of 17 for 1963-1965, and N=14 of 38 for 
1973-1975) (x7=4.29, df=1, p<0.05). Since informa- 
tion relating to vomiting and abuse of laxatives is 
probably not very reliable, it had to be supplemented 
—as in the earlier survey—through questioning of pa- 
tients and doctors. 


DISCUSSION 


The results of our study can hardly be compared 
with those of other investigations, since certain factors 
of sample selection heve often been given little atten- 
tion. An epidemiological study of anorexia nervosa 
should be based on consideration of the following 
three methodological criteria. 

1. Definition of cases: for identification as a case of 
anorexia nervosa, we required a weight loss of at least 
25% of the pre-illness maximum weight (according to 
DSM-IID and at least 15% of the normal weight (ac- 
cording to DSM-III-R) for age, sex, and body size (ac- 
cording to Geigy tables [2]). Our study shows that the 
pre-illness weight was not identical with the expected 
normal weight: in 71% (N=34 of 48) of the subjects in 
the 1983—1985 sample, the pre-illness weight deviated 
more than 5 kg from the expected normal weight. 

2. Definition of age at onset of illness: the incidence 
as a proportion of the total canton population showed 
a slight, nonsignificant increase for the 1983—1985 
sample; however, the incidence as a proportion of the 
same-age risk group showed no such increase. The 
same-age risk group has, until now, received very little 
attention in the literature. 
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3. Definition of case registration: an increase in the 
number of cases at psychiatric institutions (7, 8) is to 
be expected simply for the reason that, as was found in 
the present study, the proportion of first hospitaliza- 
tions in psychiatric institutions has increased over the 
last 30 years, while the relative number of cases in 
pediatric and medical clinics has declined. 

Although it is generally assumed that anorexia ner- 
vosa has increased in the last several decades, we are 
aware of only three other studies that used methodo- 
logical criteria similar to those outlined earlier in this 
paper. Theander (5) studied the first hospitalization of 
subjects with anorexia nervosa in medical, gynecolog- 
ical, and psychiatric clinics in a defined region of 
southern Sweden and found an increase in the number 
of cases from 1933 to 1960. The studies of Jones et al. 
(9) and Lucas et al. (10) are not comparable with ours 
because they included inpatient and outpatient treat- 
ment of anorexia nervosa. 

Despite an increase in the absolute number of cases 
of anorexia nervosa in the 1983-1985 sample com- 
pared to that of 1973-1975, the incidence has not 
increased for either the total or the same-age risk 
group population. The risk group population as a pro- 
portion of the total population was nearly 30% larger 
in the 1983—1985 period than it was in 1973—1975. 
This can be traced to the large number of births during 
the early 1960s. In contrast to the earlier decades, 
then, the incidence of anorexia nervosa has not in- 
creased further, a surprising finding. 

There has been a progressive trend in the last several 
years to manage anorexic patients on an outpatient 
basis whenever possible. Could it be that those who 
enter hospitals represent only the most severely ill and 
intractable cases? We have no references to prove that. 
If we take all Swiss women (ages 12 to 25 years) hos- 
pitalized for the first time with the clinical diagnosis of 
anorexia nervosa and not only those with a marked 
weight loss as required in the present study, we have to 
augment our sample with additional, milder cases, i.e., 
1956-1958 by two cases (20%), 1963-1965 by six 
cases (35%), 1973-1975 by 11 cases (29%), and 
1983—1985 by 20 cases (48%). Thus, there was even 
an increase in milder cases of anorexia nervosa in 
women who were hospitalized in 1983-1985 com- 
pared with 1973-1975. 

The profile of the illness has remained more or less 
constant, particularly with regard to age at onset and 
interval between onset and hospitalization. Neverthe- 
less, the mean deviation from normal weight has be- 
come greater over the decades. Even before the onset 
of anorexia nervosa, a greater deviation from normal 
weight—usually toward overweight—-was found for 
the 1983-1985 sample. This may indicate that eating 
problems more often preceded the onset of the illness. 

From 1973-1975 to 1983-1985 there was an in- 
crease in the occurrence of vomiting and abuse of lax- 
atives. We found the same increase in the larger sample 
of all women hospitalized with the clinical diagnosis of 
anorexia nervosa, including those with a less severe 
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loss of weight. This finding suggests that the number of 
cases with mixed features of anorexia nervosa and bu- 
limia may have increased. 

A further interesting finding relates to education: in 
the literature it is repeatedly stressed that anorexic pa- 
tients come from higher socioeconomic strata and dis- 
play above-average school achievement. This relation- 
ship was confirmed for the earlier samples of our study 
but not for the 1983—1985 period. In the latter sample, 
fathers of anorexic patients were—as expected—of 
higher occupational status, but the patients themselves 
were characterized by school achievement comparable 
to that of the total canton population, The proportion 
of upper-level high school pupils among the anorexic 
patients was considerably smaller in the 1983—1985 
sample than in the earlier samples. 
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Thyroid Function and Ultrasonically Determined Thyroid 
Size in Patients Receiving Long-Term Lithium Treatment 


Hans Perrild, M.D., Laszlo Hegediis, M.D., Poul Christian Baastrup, M.D., 
Lars Kayser, M.D., and Stig Kastberg, M.D. 


Thyroid function was investigated in 100 manic-de- 
pressive patients. Goiter was more common in patients 
treated with lithium for 1—5 years (44%) or more than 
10 years (50%) than in patients who never received 
lithium (16%). Smoking contributed significantly to 
thyroid size and goiter. In nonsmoking patients, ultra- 
sonically determined thyroid volume was significantly 
related to treatment duration. The mechanism behind 
this increased thyroid volume is unclear, as most pa- 
tients had norma! serum thyrotropin levels and no thy- 
roid autoimmunity. Subclinical or overt hypothy- 
roidism was found in 4% and 21% of patients treated 
for 1—5 and more than 10 years, respectively. Since few 
hypothyroid patients Lad autoimmunity or goiter, lith- 
ium may affect the thyroid gland directly. 

(Am J Psychiatry 1590; 147:1518—1521) 


L ithium decreases the level of thyroid hormone in 
serum, while the serum thyrotropin (TSH) level is 
increased (1, 2). In normal subjects lithium increases 
thyroid size (2), and in cross-sectional studies of man- 
ic-depressive patients receiving lithium therapy the fre- 
quency of goiter has varied from 3.6% to 48% (3, 4). 
Although the serum TSH level rises during the first 12 
months of therapy, it usually stays within the normal 
range (2, 5) and does not rise further as therapy con- 
tinues (5). One aim of the present study was to inves- 
tigate the frequency of goiter, precise thyroid size de- 
termined ultrasonographically (6), and thyroid function 
in relation to length of treatment and signs of thyroid 
autoimmunity in a large group of manic-depressive pa- 
tients treated with lithium for up to 22 years. 

It has been reported that the prevalence of high se- 
rum TSH levels (subclinical or overt hypothyroidism) 
increases in relation to increasing length of lithium 
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treatment (7—9). This long-term effect of lithium is 
found mainly in female patients and has been attrib- 
uted to induction of thyroid autoimmunity (7, 10), 
although this possibility has been questioned by others 
(11), since lithium does not seem to induce autoanti- 
body production de novo. The suggestion that lithium 
has a toxic effect on the thyroid gland (12) is supported 
by the extensive fibrotic changes found by histopath- 
ological investigations of thyroid glands from patierts 
treated with lithium (13). A further aim of the present 
study was to look for a relation between thyroid au- 
toimmunity, hypothyroidism, and thyroid size and 
thereby give indirect evidence that lithium can induce 
Hashimoto’ s thyroiditis or atrophic thyroiditis. 


METHOD 


One hundred manic-depressive patients attending a 
hospital outpatient psychiatry clinic were invited to 
participate in a study on thyroid function. All gave 
informed consent. The psychiatric diagnoses were 
made according to the International Classification of 
Diseases, 8th ed (ICD-8). The patients were given lith- 
ium treatment only after at least three psychotic epi- 
sodes (manic or depressive) over a period of 2 years. 
We divided the patients into three groups on the basis 
of length of lithium treatment. 

The first group contained 19 patients (11 women) 
who had never been treated with lithium. These pa- 
tients were used as a comparison group. Their median 
age was 46 years (range, 22—65 years). Nine had bi- 
polar disease, seven had unipolar disease, and three 
had agitated reactive psychosis. 

The second group contained 25 patients (15 women) 
who had been treated with lithium for 1~5 years (me- 
dian, 3 years). Their median age was 46 years (range, 
25-65 years). Seventeen had bipolar disease, seven had 
unipolar disease, and one had an agitated reactive 
psychosis. 

The third group contained 56 patients (42 womer) 
who had been treated with lithium for more than 19 
years (median, 18; range, 11—22 years). Their median 
age was 55 years (range, 35—71 years). Thirty-six had 
bipolar disease, and 20 had unipolar disease. Six cf 
these 56 patients had been given levothyroxine for hy- 


Am J Psychiatry 147:11, November 1990 


pothyroidism for more than 1 year. This diagnosis was 
based on prior clinical and biochemical evidence of 
hypothyroidism. These patients were not included in 
the study of thyroid volume, goiter prevalence, serum 
TSH, and response to thyrotropin-releasing hormone 
(TRH). 

All patients were asked about other medication, 
smoking habits, alcohol consumption, and previous 
and present major disease. Cigarette smoking is prob- 
ably one of the most important causes of sporadic goi- 
ter in cur area (14), and the data for smokers (more 
than five cigarettes daily for more than 5 years) and 
nonsmokers were analyzed separately. Each patient 
was asked to give a family history. Two independent 
observers, both experienced endocrinologists, indepen- 
dently judged whether a goiter was present. Agreement 
of the two on the presence of a goiter was required for 
classification of the patient as goitrous. 

Levels of serum thyroxine (T,), triiodothyronine 
(T3), T; resin uptake, and TSH were determined as 
previously described (2); the measurement of thyro- 
globulin antibodies (15) and microsomal antibodies 
(16) is also described elsewhere. The levels of autoanti- 
bodies were considered significantly above normal, 
thus indicating thyroiditis, if the microsomal antibody 
level was ++ or above (range, 0 to +++) and the level 
of thyroglobulin antibodies was 10 mU/liter or above. 
A TRH test was performed for each subject; the serum 
TSH level was measured before and 20 minutes after 
the injection of 200 ug of TRH. This TRH dose has 
been used in our previous studies (2), and the serum 
TSH levels found after 20 minutes of TRH stimulation 
were sufficient to compare the increases in serum TSH 
concentration in different groups (2). Serum was 
stored at —20 °C and analyzed in consecutive assays. 

The ultrasonic scanning procedure and the total thy- 
roid volume calculation were performed, as previously 
described (6), with a compound (static images) scanner 
(type 1846, Brüel and Kjaer, Naerum, Denmark). The 
transducer was a 5.5-MHz type mechanically focused 
at 1-3 cm. The scanning procedure, volume calcula- 


tion accuracy, and precision of the method have all 


been reported previously (6). In short, with the patient 
supine, transverse scans of the thyroid were obtained 
at 5-mm intervals from caudal to cranial with hyper- 
extension of the neck. The outline of the gland on the 
screen was digitized by tracing it with a cursor (light 
pencil) connected to a computer; the area within each 
outline and the volume between two successive trans- 
verse scans were then calculated. The sum of all partial 
volumes equals the total thyroid volume. The precision 
of the ultrasonic method is between 5.1% and 7.8% in 
this range of thyroid volume (16) and is expressed as 
the coefficient of variation on double determinations. 
The day-to-day variation was of the same magnitude 
(16). The following formula describes the relationship 
between thyroid volume (Y, in milliliters), body weight 
(X; in kilograms), and age (X., in years): Y=a+b,X,+ 
b.X, and Y=1.97+0.21X,+0.06X, (7). This formula 
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FIGURE 1. Ultrasonically Determined Thyroid Volame in Manic- 
Depressive Patients Receiving Long-Term Lithium Treatment or No 
Lithium? 
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“The normal range is the expected thyroid volume zalculated from 
the weight and age of these patients. 


was used with the manic-depressive patients to calcu- 
late an expected or “normal” volume. 

The results were analyzed nonparametrically with 
the Kruskal-Wallis test to compare all three groups. A 
Mann-Whitney test was used for an a posteriori eval- 
uation. Qualitative data (frequencies) were evaluated 
with a chi-square test. Correlations weze evaluated 
with Kendall’s rank correlation test. A 95% confidence 
limit was used as significance level. 


RESULTS 


The goiter frequency was higher in both the group of 
patients treated with lithium for 1—5 yee-s (11 of 25, 
44%) and those treated for more than 10 years (25 of 
50, 50%) than in the comparison group ‘three of 19, 
16%) (figure 1) (x2=8.68, df=2, p<0.05'. No differ- 
ence was found when the median thyroid volumes of 
the three groups were compared (table 1) (Kruskal- 
Wallis test, T=3.32, df=2, p=0.19'. 

All patients with clinical goiters in the comparison 
group were smokers, and the median thyroid volume 
of the smokers was higher than that of the nonsmoking 
group (Mann-Whitney test, Z=2.14, p<0.05) (table 
1). There was no difference in the median thyroid vol- 
ume or goiter frequency between the smozers and non- 
smokers in the two lithium-treated groups (table 1). 

A correlation was found between the number of 
years the patients had been treated with lithium and 
the thyroid volume in the nonsmoking patients (Ken- 
dalls taun=0.34, N=44, p<0.03) but ncz in the ciga- 
rette smokers. No correlation was founc between the 
thyroid volume and the serum levels of te-al T4, T3, T; 
resin uptake, TSH, or TSH 20 minutes after TRH 
stimulation. 

The serum TSH levels did not differ significancly in 
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THYROID FUNCTION AND LITHIUM 


TABLE 1. Median Thyroid Volume in Manic-Depressive Patients 
Receiving Long-Term Lithium Treatment or No Lithium 


Thyroid Volume (ml) 


Group N Median Range 
Lithium treatment 
1—5 years 25 27 9—70 
Smokers 17 28 13-70 
Nonsmokers 8 23 9-45 
>10 years 50 29 10-790 
Smokers 21 33 10-70 
Nonsmokers 29 27 10-55 
No lithium 19 24 10-71 
Smokers 12 28° 16-71 
Nonsmokers 7 17 10-24 


"Significantly different from median for nonsmokers not receiving 
lithium (Mann-Whicney test, Z=2.2, p<0.03). 
Significantly different from median for nonsmokers not receiving 
kthium (Z=2.14, p<0.05.. 


TABLE 2. Serum TSH Level Before and After TRH Injection in 
Manic-Depressive Patients Receiving Long-Term Lithium Treat- 
ment or No Lithium 
Serum TSH Level (mU/liter) 
0 Minutes 20 Minutes 
Group Median Range 


Lithium treatment 


1-5 years (N=24) 2.1 0.3-28.8 17.4 4.3—36.8 
>10 years (N=50) 1.8 0.3-9.5 14.2 0.6-90.0 
No lithium (N=19) 1.5 0.3-9.0 12.3 2.3-35.2 


the three groups of patients either before TRH stimu- 
lation (Kruskal-Wallis test, T=4.16, df=2, p=0.13) or 
20 minutes afterward (T=2.7, df=2, p=0.25) (table 
2), regardless of subcategories, i.e., smoker/non- 
smoker, male/female, >ipolar/unipolar. No differences 
were found between the groups’ total T4, T3, or T; 
resin uptake. 

Goiter frequency ard thyroid volume were similar in 
men and women within the three groups. There was no 
relationship between type of psychiatric diagnosis and 
the presence or absence of a goiter. 

Seven of the subjects had serum TSH levels above 5 
mU/liter. One was from the comparison group and had 
no goiter, and one was a patient who had been treated 
with lithium for 1—5 years. She had a goiter and pos- 
itive thyroid antibodies, indicating Hashimoto’s thy- 
rciditis. The remaining five had received lithium for 
more than 10 years. Of these, one had a goiter and 
positive thyroid antibcdies and the other four had thy- 
roid volumes ranging from 10 to 28 ml (expected, 

7—25 ml). 

Hypothyroidism was found in one of the 19 com- 
parison subjects, one cf the 25 patients with 1—5 years 
of lithium treatment, and 12 of the 56 patients treated 
for more than 10 years (x*=4.52, df=2, p=0.11). We 
further analyzed data tor all patients with thyroid vol- 
umes less than 15 ml: two of the 19 in the comparison 
group (11%), four of the 25 treated 1~5 years (13%), 
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Median Range 


and seven of the 50 who had received lithium for more 
than 10 years (14%) (x?=0.27, df=2, p=0.88). None 
of these patients had a high level of thyroid autoanti- 
bodies, a family history of thyroid disease, or a histery 
of excessive alcohol intake. 

All of the six who had been given lithium for more 
than 10 years and were also receiving levothyroxine 
had smaller thyroid volumes than expected; the me- 
dian was 11 ml (expected, 21 ml), and the range was 
7-18 ml (expected, 20-25 ml). Three of these six pa- 
tients had high levels of thyroid autoantibodies. 


DISCUSSION 


Varying goiter frequencies—from 3.6% (3) to 48% 
(4)—have been reported in manic-depressive patients 
treated with lithium. In previous studies employing ul- 
trasonic evaluation of thyroid size, we have revealed 
several factors that influence thyroid size (6, 14, 15— 
20). However, the most important reason for the re- 
ported discrepancies in goiter frequency is probably 
that thyroid size in other studies has been evaluated by 
means of palpation, which is known to be inaccurate 
and irreproducible. Finally, daily iodine intake is also 
known to influence thyroid size (4, 21). Patients 
treated with lithium for 1-22 years and the untreated 
comparison subjects had similar median serum TSH 
levels before and after TRH stimulation. This finding is 
in accordance with the results of a prospective study oy 
Maarbjerg et al. (5). It is not clear why thyroid volume 
increases with increasing length of lithium treatment 
while serum TSH levels are unaltered. Thyroid cells 
might become more sensitive to the growth-stimulat- 
ing effect of TSH during long-term lithium treatment, 
possibly through changes in the thyroidal iodine me- 
tabolism. However, we have no data to substantiate 
these speculations. Lazarus and Bennie (22) have 
shown that lithium treatment decreases the iodide-con- 
centrating process in human thyroid glands, but this 
effect lasts only a few months, after which iodide trap- 
ping returns to normal. In a short-term study (2) we 
demonstrated that thyroid size increases even when the 
basal serum TSH level increases within the normal 
range. More frequent blood sampling in a prospective 
study would be needed to demonstrate whether long- 
term lithium therapy changes the pattern of TSH re- 
lease in the individual patient in a way that might ex- 
plain the stimulation of thyroid growth. It should be 
stressed that 50% of our patients had no goiter even 
after 11 to 22 years of lithium treatment, most likely 
illustrating individual differences in susceptibility. 

Hypothyroidism, overt or subclinical, was found in 
12 (21%) of our 56 patients with more than 10 years 
of lithium treatment; most of these 12 were women. 
This sex difference was also found in previous studizs 
(8). However, more than half of these patients had no 
signs of autoimmune thyroid disease, very few had a 
goiter, and the rest had ultrasonically determined thy- 
roid volumes that were smaller than expected. Thus, in 
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susceptible subjects lithtum may induce fibrosis and 
shrinkage of the gland by means of a toxic effect (13). 
Thyroid gland biopsies could have given additional ev- 
idence but were not performed. Alcohol abuse, known 
to decrease thyroid size (18), was not apparent in these 
subjects. 


10. 
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Structured Interviews for Borderline Personality Disorder 


Richard J. Kavoussi, M.D., Emil F. Coccaro, M.D., Howard M. Klar, M.D., 
David Bernstein, Ph.D., and Larry J. Siever, M.D. 


The authors compared three instruments used to di- 
agnose borderline personality disorder—the Diagnos- 
tic Interview for Borderline Patients (DIB), the Sched- 
ule for Interviewing Borderlines, and the Structured 
Interview for DSM-III Personality Disorders—in 56 
patients with personality disorders. A borderline diag- 

nosis was made according to the DIB in 30%, the 
Structured Interview for DSM-III Personality Disor- 
ders in 48%, and the Schedule for Interviewing Bor- 
derlines in 55% of the patients. Diagnostic agreement 
was only 52%, which ae implications for the gener- 
alizability of results of validation studies of the bor- 
derline diagnosis. Improvement in diagnostic agree- 
ment requires modification of current criteria sets 
andlor the use of dmna ee models. 

(Am J Psychiatry 1990; 147:1522-1525) 


B orderline.personality disorder is commonly diag- 
nosed in clinical settings and has been one of the 
most studied personality disorders in terms of phe- 
ncomenology, biological markers, treatment response, 
family history, and outcome. Unfortunately, however, 
this diagnosis has not been adequately validated be- 
cause of inconclusive findings or discordant findings 
across studies. A major problem is that many criteria 
sets are available for the diagnosis, such as those of 
Knight (1), Kernberg (2), Grinker et al. (3), Gunderson 
and Singer (4), and Sp:tzer et al. (5). 

One solution to this dilemma is to develop opera- 
ticnalized criteria in the form of structured interviews 
to increase diagnostic reliability from setting to setting. 
Various semistructured interviews have been devel- 
oped to correlate with the most widely used criteria 
sets. These include the Diagnostic Interview for Bor- 
derline Patients (DIB) (6), based on Gunderson and 
Singer’s criteria; the Structured Interview for DSM-III 
Personality Disorders (7), based on the criteria of 
Spitzer et al.; and the Schedule for Interviewing Bor- 


Presented at the 142nd annual meeting of the American Psychiat- 
ric Association, San Francisco, May 6-11, 1989. Received July 6, 
1989; revision received April 23, 1990; accepted May 10, 1990. 
From the Department of Psychiatry, Mount Sinai School of Medi- 
cine, New York. Address reprint requests to Dr. Kavoussi, Depres- 
sion Evaluation Service, New York State Psychiatric Institute, 722 
West 168th St., New York, NY 10032. 

Copyright © 1990 American Psychiatric Association. 


1522 


derlines (8), also based on the criteria of Spitzer et al. 
Each of these instruments has demonstrated good in- 
terrater and test-retest reliability (9—14), but the con- 
cordance of these interviews has not been evaluated, 
making it difficult to compare the results of studies 
using the different measures to establish entry criteria. 

Although there have been no studies comparing 
these structured interviews, there have been studies in- 
vestigating the diagnostic concordance between pa- 
tients with borderline personality disorder diagnosed 
according to Gunderson and Singer’s criteria (using the 
DIB) and those diagnosed according to DSM-III crite- 
ria (using clinicians’ judgments). The degree of agree- 
ment has varied in previous studies (14-20), with 
kappa values ranging from 0.45 to 0.83. One study 
(21) compared the borderline diagnoses made by using 
the DIB with those made by using the Personality Dis- 
order Examination (22), a structured interview based 
on DSM-III criteria, and found poor concordance be- 
tween the two instruments in a sample of 22 patients 
clinically diagnosed as having borderline personality 
disorder. Given that the DIB, the Structured Interview 
for DSM-III Personality Disorders, and the Schedule 
for Interviewing Borderlines are widely used in studies 
of borderline personality disorder, the purpose of the 
present study was to measure the degree of agreement 
among these three instruments in making a diagnosis 
of borderline personality disorder. 


METHOD 


The subjects were 56 male patients 18—65 years old 
who were consecutively referred from the psychiatric 
services of a Veterans Administration medical center 
or another medical center for inclusion in an evalua- 
tion program for patients with clinical diagnoses of 
personality disorders. Patients were excluded from the 
study if they had major medical illnesses or major 
DSM-III axis I diagnoses of schizophrenia, organic 
mental disorder, bipolar disorder, or current alcohol 
or drug dependence. Axis I diagnoses were made by 
using the Schedule for Affective Disorders and Schizo- 
phrenia (SADS) (23). All patients were medication free 
at the time of the study and gave informed consent to 
participate. 

Each interview was conducted by two raters. A dif- 
ferent set of raters conduced each interview for any 
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given patient and were blind to data obtained from the 
other instruments. The interviews were conducted in 
random order for any given patient, and 2—7 days sep- 
arated each interview. Interrater reliability (kappa) 
was high for the diagnosis of borderline personality 
disorder for each of the three instruments (DIB, 
—0.79; Structured Interview for DSM-III Personality 
Disorders, —0.78; Schedule for Interviewing Border- 
lines, —0.81). Structured Interview for DSM-III Per- 
sonality Disorders informant interviews were con- 
ducted for 44 (79%) of the patients; these patients 
granted permission for such interviews. Disagreements 
on final scores or diagnoses derived from any specific 
instrument were resolved by consensus at a meeting of 
all members of the rating team supervised by a senior 
clinician (H.M.K.) 

For a categorical diagnosis of borderline personality 
disorder, patients were required to meet four or more 
of the eight criteria for borderline personality disorder 
on the Structured Interview for DSM-III Personality 
Disorders, score 7 or more on the DIB, or score 23 or 
more on the summed severity scales of the schedule for 
borderline personality portion of the Schedule for In- 
terviewing Borderlines. To determine categorical agree- 
ment on the overall diagnosis of borderline personality 
disorder and agreement between subscales common to 
any two instruments, two-by-two kappa values were 
computed by using the formula K=(pOBS—pCHA)/ 
1—pCHA), where pCHA=chance agreement and 
pOBS=observed agreement. Pearson correlations 
were made by comparing for each subject the number 
of criteria met on the Structured Interview for DSM-III 
Personality Disorders, the DIB scaled score, and the 
total schedule for borderline personality severity score 
of the Schedule for Interviewing Borderlines. 


RESULTS 


The mean age of the patients was 37.7, and all were 
men. Twenty-seven (48.2%) of the patients were sep- 
arated or divorced, 18 (32.1%) were currently mar- 
ried, and 11 (19.6%) had never been married. The 
racial composition reflected the general clinic popula- 
tion: 29 (51.8%) were white, 17 (30.4%) were His- 
panic, and 10 (17.9%) were black. 

Affective disorders were common in the history of 
the 56 men in the study group: 24 (42.9%) had a 
diagnosis of major depressive disorder in remission. 
Also common were past substance abuse (17 [30.4%] 
of the patients) and anxiety disorders (12 [21.4%] of 
the patients). These diagnoses were not significantly 
more common in the patients with borderline person- 
ality disorder as diagnosed by any one of the instru- 
ments under study; however, the small sample sizes 
limited the power of these analyses. 

There was significant overlap with other personality 
disorder diagnoses made by using the Structured Inter- 
view for DSM-III Personality Disorders: 46 (82.1%) of 
the patients had more than one personality disorder. 
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Schizotypal (27 [48.2%] of the patients) =nd histrionic 
(27 [48.2%] of the patients) personality c._sorders were 
the most common, followed by paranoic {19 [33.9%] 
of the patients), compulsive (17 [30.4%=]), antisocial 
(nine [16.1%]), and narcissistic (six [10.7%]) person- 
ality disorders. Other personality disorders were found 
in less than 5% of the patients. 

The three instruments agreed on the p=sence or ab- 
sence of borderline personality disorder m 29 (51.8%) 
of the patients. Thirty-nine (69.6%) oZ the patients 
were diagnosed as having borderline pe-sonality dis- 
order by at least one instrument; 24 (42.9%) were 
diagnosed as having borderline personality disorder by 
at least two instruments, and 12 (21.4%) were so di- 
agnosed by all three. Seventeen (30.4%) Ct the patients 
were not diagnosed as having borderlin= personality 
disorder by any of the instruments. 

The DIB diagnosed borderline personality disorder 
in 17 (30.4%) of the patients, the Structured Inter- 
view for DSM-III Personality Disorders ir 27 (48.2%), 
and the Schedule for Interviewing Borderlines in 31 
(55.4%). Fourteen (82.4%) of the 17 =atients diag- 
nosed as having borderline personality disorder by the 
DIB were also diagnosed as having the dsorder by the 
Structured Interview for DSM-III Personality Disor- 
ders, and 22 (81.5%) of the 27 patients diagnosed as 
having the disorder by tne Structured _nterview for 
DSM-III Personality Disorders were so diagnosed by 
the Schedule for Interviewing Borderline:. 

The degree of concordance (kappa) for the diagnosis 
of borderline personality disorder was 9.50 between 
the Structured Interview for DSM-III Personality Dis- 
orders and the Schedule for Interviewinz Borderlines, 
0.42 between the DIB and the Structured Interview for 
DSM-III Personality Disorders, and only 1.18 between 
the DIB and the Schedule zor Interviewing Borderlines. 
However, if the cutoff for a diagnosis 2f borderline 
personality disorder on the DIB was lowered to a score 
of 6, concordance was improved (for the Structured 
Interview for DSM-III Personality Disorders and the 
DIB, 0.47; for the DIB and the Schedule -or Interview- 
ing Borderlines, 0.73). Pearson’s corr=lations were 
r=0.65, df=54, p<0,001 for the Structured Interview 
for DSM-III Personality Disorders amd the DIB, 
r=0.53, df=54, p<0.001 for the Structured Interview 
for DSM-III Personality Disorders, and che Schedule 
for Interviewing Borderlines, and r=D.49, di=54, 
p<0.001 for the DIB and the Schedule for Interviewing 
Borderlines. Comparisons of common subscales be- 
tween the instruments are shown in table 1; there was 
wide variation in agreement between subscales. 


DISCUSSION 


With agreement on the presence or aksence of bor- 
derline personality disorder in only 52% of the pa- 
tients, diagnostic concordance among thse three com- 
monly used instruments is not higk enough to 
generalize easily from studies using any c-e Instrument 
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INTERVIEWS FOR BORDERLINE DISORDER 


TABLE 1. Agreement Between Subscales of Three Measures of 
Borderline Personality Disorder 


Agreement 
Between 

Agreement SCID-PD and 

Between Schedule for 

SCID-PD Interviewing 

and DIB Borderlines 

Subscale Yo kappa % kappa 
Impulsivity 82 0.63 70 0.23 
Interpersonal relations 55 0.16 59 0.24 
Affects 77 0.20 70 0.25 
Self-damaging acts — — 75 0.53 
Anger — — 80 0.31 
Intolerance of being alone — — 80 0.37 
Chronic boredom — — 86 0.64 
Identity disturbance — — 52 0.10 


to studies using another. Agreement of subscales be- 
tween instruments was also generally poor, even be- 
tween the Structured Interview for DSM-HI Personal- 
ity Disorders and the Schedule for Interviewing 
Borderlines, both based on the criteria of Spitzer et al., 
which suggests that differences in diagnosis are due not 
only to differences in criteria but also to variations in 
the instruments themselves. 

Correlations of severity of borderline symptoms 
among the instruments ranged from 0.49 to 0.65 (all 
significant values). Although it may be argued that 
these instruments have better utility as measures of 
severity on a continuum of psychopathology rather 
than for making categorical diagnoses, the degree of 
correlation, even on a dimensional scale, is not suffi- 
cient to use these instruments interchangeably. 

The concordance between the DIB and the Struc- 
tured Interview for DSM-III Personality Disorders was 
less than has been found between the DIB and DSM- 
ITT criteria in previous studies (14-20). This is in part 
due to the fact that the present study used operation- 
alized criteria (in the form of the Structured Interview 
for DSM-III Personality Disorders) rather than clinical 
judgments as to the presence or absence of criteria to 
make DSM-III diagnoses. A previous study (24) has 
documented the poor concordance among clinicians in 
making diagnoses of the personality disorders when 
structured interviews are not used. 

Although previous studies have indicated that the 
DIB diagnoses as many or more patients as having 
borderline personality disorder than do DSM-III cri- 
teria (17—20), in our study far fewer patients were di- 
agnosed as having borderline personality disorder by 
the DIB than by the DSM-IIJ-based Structured Inter- 
view for DSM-III Personality Disorders. This may be 
due in part to the fact that almost all previous studies 
of the DIB and DSM-III have examined inpatients only 
but ours was a mixed group of inpatients and outpa- 
tients. There is evidence from one study (25) that the 
DIB diagnoses fewer patients as having borderline per- 
sonality disorder in an outpatient setting than in inpa- 
tient settings, where patients are more likely to have 
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overt, florid psychopathology. In fact, in our study 
group, as noted, a cutoff of 6 rather than 7 on the DIB 
provided the best concordance with the Structured In- 
terview for DSM-III Personality Disorders and in- 
creased its sensitivity. Another important reason for 
more Structured Interview for DSM-III Personality 
Disorders diagnoses than DIB diagnoses of borderline 
personality disorder is the fact the Structured Interview 
for DSM-III Personality Disorders uses informant in- 
terviews. Previous studies of the Structured Interview 
for DSM-III Personality Disorders (26) have indicated 
that information given by the informants almost al- 
ways reveals additional psychopathology in the pa- 
tients. Finally, the fact that all of the patients in our 
sample were men may have led to the difference in 
findings, since previous studies (17—20) have reported 
on the preponderance of women diagnosed as nayine 
borderline personality disorder. 

Diagnoses in our group of patients were arte with 
the Structured Interview for DSM-III Personality Dis- 
orders according to DSM-III (not DSM-III-R) because 
the revised instrument was not available at the time of 
the study. This should not have influenced the diagno- 
sis of borderline personality disorder in our patients to 
a significant degree because the DSM-III-R changes in 
this diagnosis are not substantial (“intolerance of be- 
ing alone” was replaced by “frantic efforts to avoid 
real or imagined abandonment’). 

To validate the concept of borderline personality 
disorder, phenomenology will need to be correlated 
with external validators such as familial/genetic trans- 
mission, psychobiological markers, treatment re- 
sponse, and course of illness. Unfortunately, the 
present study emphasizes the difficulty in making reli- 
able categorical diagnoses across instruments ‘(and 
thus defining the population we wish to investigate) 
and brings into question the validity of broad compar- 
isons across studies conducted to date on borderline 
personality. For example, one of the major ways in 
which Gunderson and Singer’s criteria for borderline 
personality disorder differ from those of Spitzer et al. is 
in the inclusion of psychotic-like phenomena in the 
former. If DIB criteria are used to select a treatment 
group, those patients may have a preponderance of 
psychotic-like traits and may be more likely to respond 
to neuroleptics than a group of borderline patients se- 
lected by the Spitzer/DSM-III criteria. Interestingly, 
two studies that used DIB criteria to select patients for 
studies of the pharmacological treatment of borderline 
personality disorder (27, 28) found beneficial effects of 
antipsychotic medications in these patients. However, 
because of differences in criteria sets, it is not clear that 
patients diagnosed as having borderline personality 
disorder according to DSM-III would show similar re- 
sponses to neuroleptics. 

There are several strategies that could be used to 
deal with the difficulty in making reliable diagnoses 
across studies with currently available instruments. 
One strategy would be to narrow our focus by at- 
tempting to correlate specific, well-defined psychiatric 
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symptoms with biological markers and/or treatment 
response. For example, measures of irritability and ag- 
gression have been correlated with evidence of central 
serotonergic dysfunction as measured by the prolactin 
response to the serotonergic agonist fenfluramine (29). 
Similarly, measures of schizotypy and impaired neu- 
rointegrative functioning have been associated with 
impaired smooth pursuit eye movements (30). In a 
study of the effects of various medications on specific 
symptoms of borderline personality, Cowdry and 
Gardner (27) found that the monoamine oxidase in- 
hibitor tranylcypromine was most effective in improv- 
ing mood and impulse control but that carbamazepine 
was most effective in the treatment of behavioral dys- 
control. Once specific biological treatment markers are 
established for a particular personality trait or symp- 
tom cluster, associated traits can be studied to define 
the boundaries of discrete psychiatric syndromes. An- 
other strategy to improve precision in diagnosing per- 
sonality disorders is through the use of family studies 
of genetic markers. Once genetic markers have been 
established for axis I disorders such as schizophrenia 
and affective disorders, detailed studies of family mem- 
bers with the same markers may define a subgroup 
with a subsyndromal disorder corresponding to bor- 
derline personality disorder. Investigators of border- 
line personality disorder (and personality disorders in 
general) in different settings need to collaborate on 
developing reliable sets of criteria based on available 
external validation studies and to cooperate in con- 
stantly testing and refining these criteria. 
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Children’s PTSD Reactions One Year After a Sniper Attack 
| at Their School 


Kathi Nader, D.S.W., Robert Pynoos, M.D., M.P.H., Lynn Fairbanks, Ph.D., 
and Calvin Frederick, Ph.D. 


Fourteen months after a sniper attack at an elemen- 
tary school, level of exposure to that event remained 
the primary predictor of ongoing posttraumatic stress 
reactions in 100 schoolchildren who were followed up. 
Guilt feelings and knowing the child who was killed 
were associated with a greater number of symptoms. 
Grief reactions occurred independent of degree of ex- 
posure to the event. The authors discuss the public 
health implications of these longitudinal findings. 

(Am J Psychiatry 1990; 147:1526—-1530) 


S ystematic research studies (1, 2) have demon- 
strated the relation between exposure to a trau- 
matic event and the number and persistence of post- 
traumatic stress symptoms in adults. There are few 
longitudinal studies of children exposed to traumatic 
events, but clinical descriptive studies (3, 4) have de- 
scribed the persistence of posttraumatic stress symp- 
toms in children. 

In this article we report the first-year follow-up re- 
sults of a longitudinal study of children exposed to a 
sniper attack. In February 1984 a sniper opened fire 
with a semiautomatic weapon and two 12-gauge shot- 
guns on a crowded elementary school playground. He 
killed one child, wounded one staff member, and in- 
jured more than 13 children. We previously demon- 
strated the overriding importance of degree of expo- 
sure to an event in acute posttraumatic stress responses 
(5). Fourteen months after the sniper attack, we con- 
ducted a similar study to investigate the persistence of 
posttraumatic stress symptoms. 

Subsequent to this sniper attack, gunmen have 
opened fire on elementary schools in different locations 
across the nation. Within the past year, similar inci- 
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dents have occurred in Winnetka, Ill., Greenwood, 
S.C., and Stockton, Calif. This longitudinal study ex- 
plored the potentially serious and persistent impact of 
exposure to violence on children. 

In the acute-phase study we examined four groups 
of children: those who had been 1) on the playground 
and directly exposed to the violence, 2) inside the 
school, 3) no longer at school or absent that day, and 
4) off track (on 3-week vacation from this year-round 
school). There were no significant differences among 
these four exposure groups with respect to previous 
life events as measured by the Coddington Life Events 
Scale. The initial study demonstrated that acute posz- 
traumatic stress symptoms occur in school-age chil- 
dren within weeks of a life-threatening violent event. 
Age, sex, and ethnicity did not significantly influence 
the type or severity of symptomatic response. The 
greater the exposure, the greater the number of post- 
traumatic stress symptoms reported. Symptoms of re- 
experiencing, emotional detachment, and increased 
states of arousal (jumpiness and sleep disturbance) diz- 
ferentiated exposed from nonexposed children. Identi- 
fying the event as an extreme stressor and fear of re- 
currence were common to children at all levels of 
exposure to the event. Guilt was infrequently reported 
but was associated with greater severity of reactions. 


METHOD 


The 14-month follow-up was conducted by Univer- 
sity of California, Los Angeles, crisis team members in 
nearly every classroom of the school and included chil- 
dren in every grade and at every level of exposure. 
Children who had graduated to the nearby junior high 
school were interviewed there. During the classroom 
consultation, all of the children were engaged in a 
drawing and storytelling exercise. Certain team mem- 
bers conducted more structured interviews with five to 
eight children in each classroom. Those interviewed 
included children who had been initially screened and 
an additional randomly selected group. Approximately 
equal numbers of black and Hispanic children were 
selected. 

Approximately 99% of the parents gave permission 
for their children to be reinterviewed. The number cf 
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children who had moved out of the school district by 
the time of the 14-month follow-up was normal for 
this highly mobile south-central Los Angeles school 
district. Both directly exposed and unexposed children 
were among those who had left. Of the original 159 
children, 100 were reinterviewed (children remaining 
in the original school and in the nearby junior high 
only): 19 who had been on the playground, 21 who 
had been in the school, 28 who had not been at school 
that day, and 32 who had been off track. There were 
no significant differences in the distribution of children 
across exposure levels on these variables: age, sex, 
prior acquaintance with the deceased, trauma since the 
event, death of a significant other, previous trauma, or 
treatment since the event. 

We used the same children’s version of the Posttrau- 
matic Stress Disorder (PTSD) Reaction Index that we 
had used in the initial sampling (5). The index is a 
PTSD scale patterned after criteria for the disorder as 
described in DSM-III. It inquires about reactions spe- 
cific to the current traumatic event. It has been used to 
assess specific posttraumatic stress symptoms after ex- 
posure to a broad range of traumatic events. The re- 
vised children’s version was used for this study at both 
times. 

The total number of symptoms a child reported at 
the time of the interview was recorded as his or her 
reaction index score. Empirical comparisons of reac- 
tion index scores with independent clinical assessments 
of severity level of PTSD have established these guide- 
lines: a score of 7—9 indicates a mild level of PTSD, a 
score of 10—12 suggests a moderate level, and a score 
greater than 12 indicates a severe level. With these 
guidelines, correlation of reaction index scores with 
confirmed clinical cases of PTSD has been reported as 
0.95 for adults and 0.91 for children (6). 

During the 14-month follow-up, children were ques- 
tioned about their current symptoms and their recol- 
lectiors of symptoms at 6 months. The 14-month date 
was chosen in order to avoid an exaggeration of symp- 
toms related to the event’s anniversary. The specific 
interval between July 4 and the August 1984 Olympics 
was used to help the children recall the 6-month point. 

Four different interviewers were randomly assigned 
children from each classroom (5). There were no sig- 
nificant differences between raters in the reaction index 
scores they gave or in the reaction index scores by 
exposure level. Interitem agreement for two interview- 
ers who rated the same 10 children was 94%; Cohen’s 
kappa was 0.89. 

A brief children’s grief inventory was used to exam- 
ine the relation between the children’s grief reactions 
and their posttraumatic stress reactions. The nine 
questions and the results of that examination have 
been published elsewhere (7). 

Repeated measures analysis of variance (ANOVA) 
was used to analyze the continuous data of the reac- 
tion index and the grief inventory. We used chi-square 
analyses to examine the presence or absence of indi- 
vidual symptoms. 
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FIGURE 1. Mean PTSD Reaction Index Scores Over Time of School- 
children With Four Levels of Exposure to a Sniper Attack on the 
School Playground? 
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* “Off track” means on regular 3-week vacation fram the vear-round 
school. Significant difference between exposure levels (F=2:).6, 
df=3, 96, p<0.0001) and over time (F=55.8, df=2, 192, p<0.91). 


RESULTS 


Trauma prior to the sniper attack, worry about a 
sibling during the episode. age, sex, and 2thnicity were 
not significantly associated with reaction index scores 
at the 14-month follow-up. There were significant ef- 
fects of exposure, time, and having known the de- 
ceased victim. 

Children who had had greater exposuzz to the event 
continued to report more symptoms (figure 1). The 
results of a repeated measures ANOVA indicated that 
the number of symptoms was reduced linearly for de- 
creasing levels of exposure and over time. There was 
not a significant interaction between time and expo- 
sure (F=1.5, df=6, 96, p=0.19), suggesting that dif- 
ferences between groups were maintained over time. 
At 14 months, children who had been on the play- 
ground during the sniper attack continued to have sig- 
nificantly higher reaction index scores zhan all other 
groups (playground children versus children in the 
school: t=3.52, p=0.0007; playground children ver- 
sus children not at schocl: t=5.59, p<0.0001; play- 
ground children versus children off track: t=6.96, 
p<0.0001) (Bonferroni-correcced p<0.0001). There 
were no differences among the other three groups. 

Greater initial exposure was asscciated with signifi- 
cantly greater severity of response at 1 month (Spear- 
man rank-order correlation, r,=0.36, N=100, 2< 
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` CHILDREN’S PTSD REACTIONS 


TABLE 1. Endorsement of PTSD Reaction Index Items by Schoolchildren After a Sniper Attack on the School Playground 


Total Group 
After 1 After 6 

Month Months 

(N=159) (N=100) 

Item N % N % 
Identified event as a stressor 138 87.0 53 53.0 
Fear when thinking of event 108 68.0 57 570 
Intrusive imagery 73 459 29 299 
Intrusive thoughts 80 50.5 33 330 
Bad dreams 73 46.0 31 31.0 
Fear of recurrence 116 73.0 50 50.0 
Loss of interest 108 68.0 12 120 
Wish to avoid feelings 92° S77 24 24.0 
Detachment 34 21.4 9 9.0 
Jumpy/nervous 102 64.0 35 35.0 
Sleep disturbance 86 54.0 26 26.0 
Guilt feelings 22 14.0 18 18.0 
Interference with learning 45 28.3 11 11.0 
Difficulty concentrating 45 283 17 170 
Avoidance of reminders 108 68.0 70 70.0 
Upset by thought of event 122 77.0 So 590 
Feels alone — — 20 20.0 


“Children who were on the playground during the attack. 


Playground 
Group* 

After 14 After 14 

Months Months 

(N=100) (N=19) ` e 
N % N % (df=3)> p 
34 340 13 68.4 20.78 0.0001 
48 48.0 15 78.9 12.54 0.006 
17 17.0 11 BY or, 28.92 <0.0001 
22 22.0 12 63.2 25.50 <0.0001 
20 20.0 8 42.1 8.82 0.03 
38 38.0 12 63.2 7.70 0.05 

6 6.0 3 15.8 6.03 0.11 
20 20.0 11 S72 24.22 <0.0001 

5 5.0 2 10.5 2.55 0.47 
22 220 10 $2.6 16.20 0.001 
18 18.0 1i 57.9 14.30 0.003 
14 14.0 5 26.3 4.99 0.17 

7 7.0 4 21.1 7.17 0.07 
10 10.0 4 21.1 4.28 0.23 
66 66.0 17 89.5 11.05 0.01 
47 47.0 16 84.2 15.42 0.01 
12 12.0 6 31.6 10.46 0.02 


ÞDifference between the chidren on the playground and the total group for each item at 14 months. 


0.001; 4x4 y7=22.3, df=9, p=0.008), at 6 months 
(r,=0.48, N=100, p<0.001; 4x4 x?=41.4, df=9, p< 
0.001), and at 14 months (r,=0.51, N=100, p<0.001; 
4x4 y*=42.1, df=9, p<0.001). At 14 months, 74% 
(N=14) of the 1$ children who had been on the play- 
ground during tke attack continued to report symp- 
toms of PTSD; 81% cr more of the 81 children who 
had not been directly exposed reported no PTSD 
symptoms. The presence of PTSD symptoms at 14 
months could also be predicted by the severity of the 
child’s original reaction as indicated by the index score 
(r,=0.39, N=100, p<0.001; 4x4 y*=28.9, df=9, p< 
0.001). Children who did not have an acute reaction 
rarely reported a reaction 14 months later (1%, N=1). 

The children were asked how well they knew the 
deceased victim and were rated as knowing her well, 
some, or not at all. Greater acquaintance with the vic- 
tim was significantly related to higher reaction index 
scores, however, only for the less exposed children 
(Acquaintance by Exposure, F=2.18, df=6, 88, p< 
0.05). For children who had been on the playground, 
there was no significant difference between acquain- 
tance levels. While acquaintance with the victim was 
associated with higher- reaction index scores for the 
children who had been in the school, not at school, and 
off track, in contrast to the acute phase their scores 
were not in the clinically significant range. 

Grief scores were analyzed with respect to acquain- 
tance with the victim and degree of exposure to the 
event. Greater grief was associated with greater ac- 
quaintance with the deceased (F=31.1, df=2, 97, p< 
0.0001). The effect of exposure on grief reactions was 
not significant. 

We examined the presence or absence of each indi- 
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vidual symptom across the four exposure levels by us- 
ing a 2X4 chi-square analysis (table 1). With the ex- 
ception of detachment, which was rarely reported 
(5%), the greater the exposure to the attack, the 
greater the percentage of children reporting each 
symptom at 14 months. The percentage who reported 
each symptom was reduced over time, with two excep- 
tions: more children reported guilt feelings and avoid- 
ance of reminders at 6 months than at 1 and 14 
months. 

During our initial screening, over half of all of the 
groups reported considering the event to be an extreme 
stressor, fear when thinking of it, fear of a repeat in- 
cident, jumpiness, and avoidance of reminders. At 14 
months, more than 50% of all groups reported only 
avoidance of reminders. For the directly exposed chil- 
dren, there was some selective recovery, including 
fewer reports of bad dreams, detachment, reduced in- 
terest in activities, and interference with learning. A 
majority of them, however, continued to report con- 
sidering the event to be an extreme stressor, fear when 
thinking of it, intrusive thoughts, intrusive sounds and 
images, fear of a repeat incident, a wish to avoid feel- 
ings, jumpiness, and sleep disturbance, and signifi- 
cantly more reported difficulty paying attention and 
feeling alone with their distress. 

As in the acute-phase study, few children (14%) re- 
ported feelings of guilt. When they did, the children 
reported feeling guilty for being unable to provide aid, 
being safe when others were harmed, or taking actions 
that they believed endangered others. While guilt had 
no effect on the reaction index scores of the children 
who had been on the playground, it was associated 
with higher ‘scores for each of the other groups. The 
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mean reaction index score of the children not directly 
exposed who experienced guilt feelings equaled that of 
the directly exposed children (mean=8), in contrast to 
a mean score of 2 for the children not directly exposed 
who were without guilt feelings (F=15.4, df=1, 92, 
p=0.001). 

Four symptoms not included in the original screen- 
ing were measured. There were significantly more so- 
matic complaints by the children who had been on the 
playground or in the school both at 6 months (x7= 
11.6, df=3, p<0.01) and at 14 months (x7=13.02, 
df=3, p<0.005) than by the nonexposed children. 
There was no significant difference among children at 
different exposure levels in omen formation, new fears, 
or change in eating behavior at 6 and 14 months. 

In addition to the effects of a previous trauma and 
worry about a significant other, the effects of an inter- 
vening trauma were measured at the 14-month follow- 
up. As in the acute-phase study, previous trauma and 
worry about a significant other had no significant ef- 
fect on reaction index scores. The number of children 
reporting worry about a sibling increased linearly the 
farther away the child had been from the violence 
(x*=12.25, df=1, p=0.0005). 

With only 14 children reporting an intervening 
trauma, definitive statements cannot be made about its 
effects. A greater percentage of children in each expo- 
sure group who reported an intervening trauma had 
new fears and somatic complaints 6 and 14 months 
after the event. There was, however, no significant dif- 
ference or interaction between exposure groups for an 
intervening trauma (F=2.38, df=1, 92, p=0.13) and 
no difference when exposure was used as a covariate 


(F=3,32, df=1, 97, p=0.07). 


DISCUSSION 


This study demonstrated symptoms of chronic 
PTSD in highly exposed children up to 14 months after 
a sniper attack at their school. As demonstrated for 
adults (1, 2), proximity to the violence and degree of 
life threat remained the primary predictors of contin- 
ued posttraumatic stress reactions. There was a rapid 
diminution of symptoms in those less exposed. Chil- 
dren in the school whose teachers put them under 
desks and in closets in preparation for a more direct 
assault were not significantly different after 14 months 
from the unexposed children. 

After 14 months, the fear of recurrence and horror 
over the violence, which had initially affected the entire 
school community, had faded except in the most di- 
rectly exposed children. While some of the children 
who had been on the playground had been in safer 
areas, most of them had been under direct threat 
and/or had witnessed injury or death. No reality-based 
reappraisal by the children in the line of fire could 
minimize the degree of threat to their lives, whereas the 
children who had been in classrooms no longer ap- 
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praised the event as an extreme stressor, perhaps be- 
cause they had reassessec the threat. 

The etiological importance of inzrusive imagery has 
been reported for adult PTSD (8, 9); tht study under- 
scored that finding for children. As in tke acute-phase 
study, intrusive phenomena remained prominent for 
children who had been on the playground. They de- 
scribed continued thoughts and images o£ the deceased 
child, injured and bleeding classmates, kullets striking 
the nearby pavement, sounds of gunfire. and cries for 
help. Although reports of dreams witk an apparent 
traumatic content diminished over time, clinically, it 
was found that the dreams recurzed sporadically in 
response to traumatic reminders, 

Like Cambodian children studied years after expo- ' 
sure to long-term wartime violence (12), over time 
these children often suffered their persistent intrusive 
thoughts and other posttraumatic symptoms silently. 
While detachment from others diminished significantly 
over time, the highly exposed children remained emo- 
tionally avoidant and alone with their distress. One 
indication of the children’s continued dstress was the 
significant level of their somatic comp.aints after 14 
months. 

Fourteen months is a substantial pericd of time in a 
school-age child’s life. Symptoms of PTSD may affect a 
number of factors in the developmentz! process, in- 
cluding cognition, attention, initiative, social irterac- 
tion, outlook, personality style, self-esczem, ard im- 
pulse control (4, 11-13). In view of the potential 
impact of PTSD, the results of this stučv have impli- 
cations for early intervention, triage, znd design of 
mental health services for children exposed to disaster. 

While it has been benef-cial to respond, for example, 
to a total school population after a traumatic event, 
strategies of intervention need to address the ditferen- 
tial experiences of the children involved (14). After 
community disaster or violence, it is essential to keep 
good records of children’s exposure levels. Highly ex- 
posed children will require special atterzon. 

The effect of witnessirg injury and <eath on chil- 
dren’s posttraumatic reactions and rececvery suggests 
the need to minimize, when possible, the.> exposure to 
injured, mutilated, or dead bodies. The media can be a 
source of unnecessary secondary exposure throuzh ex- 
hibiting blood, corpses, or mutilation. Azer the sniper 
attack, the deceased girl was carried inta a classroom 
where there were other children, thereby nducing trau- 
matic images in previously less traumatized children. 

In addition to degree of exposure, otker factors ap- 
pear important to the triage of children after exposure 
to violence. In this study, knowing the deceased victim 
was associated with a greater number of zosttraumatic 
stress symptoms in the less exposed chidren, perhaps 
by changing their perception of their iavolvement in 
the event. Grief reactions, however, occuzred independ- 
ent of exposure. Moreover, feelings of 2uilt were as- 
sociated with a greater response in the less exposed 
children confirming the importance of guilt feelings as 
an associative feature of PTSD. These fizdings suggest 
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that strategies of intervention with children exposed to 
violence also need to acdress bereavement and feelings 
of guilt. 

Worry about a significant other had no effect on 
PTSD responses. Clinically, however, this experience 
resulted in continued concerns about the whereabouts 
and safety of significant others. For example, children 
reported chronic waking several times nightly to check 
on a sibling whe had been endangered during the 
sniper attack. This increase in separation anxiety and 
the concomitant changes in interpersonal relationships 
indicate an additional reason for intervention. 

While children who had experienced previous trau- 
mas did not have more symptoms specific to this sniper 
attack, they did have renewed symptoms related to the 
previous experiences, including the PTSD symptoms of 
intrusive imagery and thoughts, bad dreams, disturbed 
sleep, upset, jumpiness, and feelings of aloneness. Ex- 
posed children usually spoke first of the current event, 
while unexposed children focused primarily on the 
previous events. Although there were too few to ana- 
lyze, the parents who reported their own previous ex- 
posure to violent traumas appeared to have a difficult 
time responding to their children’s reactions. 

Silver and Wortman (15) have discussed the added 
distress caused by unwarranted expectations of recov- 
ery after undesirable life events. While reporting a sig- 
nificant rate of symptoms after 14 months, many of the 
exposed children in our study expressed the expecta- 
tion that they should have already recovered. Better 
professional education and public awareness about the 
nature and course of children’s posttrauma reactions 
to violence can help to normalize understandable re- 
actions and expectable course of recovery. 

In 1985, the U.S. Surgeon General, C. Everett Koop, 
declared that exposure to actual violence is a major 
public health concern. Making children the object of 
wanton violence is a disturbing trend in our society. 
Interrupting this epidemic of violence is a priority. The 
findings of this study suggest that psychological first 
aid at schools exposed to violence must be accompa- 
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nied by a more comprehensive program of follow-up 
for highly exposed children. 
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Psychiatric Status of Adolescents Who Had Extreme 
Temperaments at Age 7 


Michel Maziade, M.D., Chantal Caron, M.D., Robert Coté, Ph.D., 
Chantal Mérette, M.Sc., Hugues Bernier, M.Ss., Bruno Laplante, M.D., 
Pierrette Boutin, M.Ps., and Jacques Thivierge, M.D. 


Two temperamentally extreme (extremely easy and 
extremely difficult) subgroups of children were selected 
at the age of 7 years from a large random sample of the 
general population of Quebec City. The clinical status, 
family functioning, IO, and academic performance of 
these children were reassessed at 12 and 16 years of 
age. Findings suggest that extreme temperament at age 
7 predicts psychiatric status in preadolescence and ad- 
olescence only when family functioning is also taken 
into account. The adolescents who bad been tempera- 
mentally difficult children and who were living in fam- 
ilies with dysfunctional behavior control displayed 
more clinical disorders. 

(Am J Psychiatry 1990; 147:1531-1536) 


he combination of longitudinal and cross-sec- 

tional epidemiologic designs constitutes a power- 
ful means of scrutinizing the mechanisms involved in 
the development of psychopathology in children and 
adolescents (1). This combination may also help to 
evaluate the risk associated with extreme temperament 
(2). To be widely considered and used in the practice of 
child psychiatry, the concept of temperament has to 
be reliably measurable in clinical populations and in 
the general population. In addition, temperament, al- 
though somehow associated with psychopathology, 
must prove to be distinct from a clinical disorder or from 
other aspects of personality in terms of its phenomenol- 
ogy (31 and biological basis (4). Temperament must also 
be shown to be involved in the causative processes lead- 
ing to serious or persistent psychopathology in child- 
hood, thus contributing to cause-specific and efficient 
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therapeutic interventions. Understandably, child temper- 
ament has not yet met all of these requirements (S$). 

Several models of temperament are currently under 
study (6). We recently argued that temperament 
should already matter to the practitionez of child psy- 
chiatry and child psychology (2). We based this argu- 
ment on four pieces of empirical evidence. First, a tem- 
peramental cluster, closely similar to the New York 
Longitudinal Study easy—difficult cluster 17), has been 
replicated many times as a first factor (faczor 1) from a 
principal component analvsis in the genezal population 
(8, 9) and in clinical populations (10) of children aged 
4-8 months to 7 years in Quebec and e.sewhere (11). 
Such findings indicate that the composite which makes 
up factor 1 (withdrawal from new stimuli, low adapt- 
ability, high emotional intensity, and negative mood) 
significantly distinguishes children at diferent age lev- 
els, at least until age 8 (12. Second, extremely negative 
features in the easy~—difficult cluster are associated with 
clinical behavior disorders in children 4-5 years of age 
and older (3, 13); however, contrary to the argument 
of some (14), extremely adverse temperament has not 
been found to be automatically equivalent to a clinical 
disorder across childhood in the general population (4) 
and in clinical populations (10). Third, recent evidence 
(10) suggests that extreme temperaments on different 
composites are associated with different types of psy- 
chopathology in children referred fer psychiatric treat- 
ment. Fourth, we found that children who had ex- 
tremely difficult temperaments on factor 1 at age 7 
(who represented the extreme 10% of ch:ldren selected 
from a large random sample of the zeneral population 
of Quebec) displayed more clinical disorders at age 12 
than did children who had extremely easy tempera- 
ments at age 7 (15). Our data suggest thet between the 
ages of 7 and 12, dysfunctional behavior control in the 
family increased the risk of disorders in the children 
who were temperamentally difficult at age 7, whereas 
superior behavior control considerably decreased that 
risk in such children. 

In the present paper we report on the rext follew-up 
of the same group of temperamentally extreme 7-year- 
olds at 16 years of age ‘mean age=1€ years and 1 
month). 

We asked two questions in the presen: study. 1) To 
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what extent does extremely difficult temperament at 
age 7 increase the risk of developing a clinical disorder 
between the ages of 12 and 16? 2) Is there a relation- 
ship between extreme temperament in children and a 
dysfunctional family in terms of behavior control that 
could increase the chi-dren’s liability to disorders be- 
tween the ages of 7 ard 16? 


METHOD 
Sample 


In 1979, we assessed twice, at a 4-week interval, the 
temperament of a random sample of 980 7-year-olds 
of Quebec City, using a French translation of the Thom- 
as, Chess, and Korn Parent Temperament Question- 
naire (9), as detailed ir our previous report (15). From 
this sample, two extreme subgroups, balanced for sex 
and socioeconomic stztus, were followed up: 24 chil- 
dren with extremely difficult temperaments at age 7 
(scoring higher than the 70th percentile on four or five 
of the five categories loading strongly on temperament 
factor 1 [approach/withdrawal, adaptability, intensity, 
mood, and distractibiity]) and 15 children with ex- 
tremely easy temperaments (scoring lower than the 30th 
percentile on at least taree of the five categories) (15). 
The subjects had to present their extreme traits at both 
assessments at age 7. The rate of response was 85% in 
the random sample and 93% in the sample of extreme 
subjects. The cutoffs used for the two groups at age 7 
ccrrespond to the extreme 9%—10% on both ends of the 
temperament composite continuum. 

Thirty-eight (97%?) of the 39 children originally as- 
sessed as 7-year-olds were reached at age 16, 32 boys 
and six girls, and they and their families agreed to 
participate. Four (10%) of these children were in Hol- 
lingshead class I, five (13%) were in class IJ, nine 
(24%) were in class HI, 14 (37%) were in class IV, and 
six (16%) were in class V. 


Instruments 


The children’s clinical status at age 16 was evaluated 
by means of two structured psychiatric interviews con- 
ducted in their homes by a psychiatrist (C.C.). The 
instruments used were the Diagnostic Interview Sched- 
ule for Children and the parents’ version of the Diag- 
nostic Interview Schedule for Children (16). These are 
standardized interviews that take 60 to 90 minutes each 
to administer and were used to make DSM-III diagnoses 
for the children for the preceding 12 months. Twice we 
administered a self-rating questionnaire, the Youth Self- 
Report and Profile, developed by Achenbach and Edel- 
brock (17) for boys and girls ages 11 to 18. This ques- 
tionnaire. consists of 112 items divided into eight 
dimensions plus two scales for global symptoms, one for 
internalized symptoms and one for externalized symp- 
toms. The 3-week test-retest reliabilities (intraclass cor- 
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relations) for this sample were 0.86 (externalized sym- 
toms scale) and 0.84 (internalized symptoms scale). At 
the previous follow-up at age 12, the child’s clinical sta- 
tus had been evaluated by means of two interviews con- 
ducted independently by two psychiatrists (15). 

In order to verify its stability, we reassessed family 
functioning at the second follow-up, when the children 
were 16 years old. A semistructured interview based 
on the McMaster model of family functioning (catz- 
gory of behavior control) (18, 19) was conducted at 
the child’s home with the whole family; the same pro- 
cedure was followed during the first follow-up, when 
the children were 12 years old (15). The category of 
behavior control in the McMaster model taps the clar- 
ity of the family rules, the parental consensus about 
rules, and the consistency of the parental response 
when the rules are violated by the children. The inter- 
rater reliabilities of this interview were satisfactory at 
the first and second follow-ups (r,=0.79 and r,=0.85, 
respectively) (19). We observed a satisfactory degree of 
stability of family functioning in terms of behavior 
control from the age of 12 to the age of 16. A different 
investigator, blind to the family scores obtained when 
the children were 12 years old, interviewed the family 
4 years later and rated the McMaster model behavior 
control scale. (A score of 4 or less indicated average 
functioning or dysfunction; a score greater than 4 in- 
dicated superior functioning.) The families who hed 
been rated as having superior, average, or dysfuncz- 
tional qualities when the children were 12 tended to 
remain in the same categories of functioning when the 
children were 16 (Cohen weighted kappa=0.45, Z= 
2.65, p<0.01 with the weights w,=[i—j]°, N=37). To 
maintain the longitudinal perspective of the develop- 
mental effects that were studied, the behavior control 
scores assessed at the 12-year follow-up were used in 
the analyses. 

The adolescents’ perception of their self-image at 
age 16 was measured twice, at a 4-week interval, by 
using a French translation of the Offer Self-Image 
Questionnaire for Adolescents (20). Three dimensions 
were used: 1) the vocational-educational goals:scale, as- 
sessing the adolescent’s planning for a vocational future, 
2) the mastery of the external world scale, quantifying 
the adolescent’s adaptation to the immediate environ- 
ment, and 3) the superior adjustment scale, evaluating 
the adolescent’s view of how he or she coped with siz- 
nificant people and the world. The test-retest reliabilities 
(intraclass correlations) of our French translation were 
satisfactory: 0.82, 0.66, 0.78, and 0.88 for the vocation- 
al-educational goals scale, the mastery of the external 
world scale, the superior adjustment scale, and the global 
score, respectively. 


Procedure 
The study was set up in such a way that all the 
investigators who had contact with or made clinical 


judgments about the subjects at age 16 were blind to 
all previous family, clinical, and temperament data. 


Am J Psychiatry 147:11, November 1950 


The data were gathered through four home visits by 
different investigators in order to keep the assessments 
independent. In a first visit, explanations were given 
and a signed consent was obtained from the adoles- 
cents and their parents. In a second visit, the two struc- 
' tured interviews were performed and audiotaped, oné 
with the adolescent alone and one with the parents 
alone. The adolescent was given the temperament 
questionnaire, the Youth Self-Report and Profile, and 


the Offer Self-Image Questionnaire for Adolescents. - 


The order in which the questionnaires were to be 
filled cut was predetermined. The adolescents were in- 
structed to fill out no more than one questionnaire a 
day and to mail them no more than 2 weeks later. 
Three weeks after they had done so, they were asked to 
complete a second set of the same questionnaires. On 
a third home visit, an experienced psychologist (P.B.) 
administered the WISC-R. On the fourth visit, another 
investigator (H.B.), a senior therapist experienced with 
the McMaster model, assessed the family functioning. 
The high school academic charts were requested from 
the adolescents’ school principals. 

To establish the clinical status of the adolescents, 
another psychiatrist (J.T.), also blind to the tempera- 
ment scores and all other data, rated the audiotapes of 
the structured interviews. Each investigator independ- 
ently made a clinical judgment on the presence or ab- 
sence of a diagnosis on axis I of DSM-III. They also 
based their clinical judgments on the “‘clinical-diagnos- 
tic” definition of a psychiatric disorder described by 
Rutter (21). They also rated the severity of the disorder 
using the Clinical Global Impression scale (CGI) (22). 
The agreement between psychiatrists was 84% on the 
presence or absence of diagnosis and 84% on the type 
of DSM-III diagnosis. Concerning the diagnoses for 
which agreement was not obtained at first (N=6), a 
consensus on a final diagnosis was arrived at with all 
clinical information available at age 16 except for tem- 
perament and family functioning rating. The 14 ado- 
lescents who were given a clinical diagnosis at age 16 had 
more symptoms on the externalized symptoms scale 
(Wilcoxon rank test, Z=3.28, p=0.001) and the inter- 
nalized symptoms scale (Wilcoxon rank test, Z=2.79, 
p<0.01) of the Youth Self-Report and Profile than did 
the 24 adolescents who were not given diagnoses. 


RESULTS 


Extreme Temperament at Age 7 and Clinical Status 
at Age 16 


The relationship between extreme temperament at 
age 7 and the presence of definite psychiatric diagnoses 
at age 16 was examined first. A definite diagnosis was 
given to four (27%) of the 15 temperamentally easy 
subjects and 10 (43%) of the 23 temperamentally dif- 
ficult children (y*=0.50, df=1, p=0.45, Yates’s cor- 
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TABLE 1. Presence or Absence of Clinical Diagroses and Family 
Behavior Control Functioning of 38 Adolescents Who Had Ex- 
tremely Difficult or Extremely Easy Temperaments at Age 7° 


Extreme 
Temperament 


7 
Family Functioning at Age 12 and at Age 


Presence or Absence of Clinical Easy Difficult 
Diagnoses at Age 12, Age 16, or Both (N=15) (N=23) 
Superior behavior control (N=17)® 

Adolescents with clinical diagnoses 2 2 

Adolescents without clinica] diagnoses 6 7 
Average or dysfunctional behavior con- 

trol (N=21)> 

Adolescents with clinical diagnoses 3 14 

Adolescents without clinical diagnoses 4 0 


“The results of stepwise logistic regression (BMDP) applied to the 


data are 1) step 1, behavior control (y7=13.26, df=1, p<0.001); 2) 
step 2, temperament at age 7 (x*=4.43, df=1, p<0.04); 3) step 3, 
interaction of temperament and behavior control (y7=6.47, df=1, 
p=0.01). 

>McMaster model of family functioning behavior control scale. 


rection). Thus, clinical status at age 16 was not signifi- 
cantly associated with extreme temperament at age 7. 
However, the children who were temperamentally dif- 
ficult at age 7 had significantly more symptoms at age 
16 on the externalized symptoms scale (Wilcoxon rank 
test, Z=2.06, p<0.05) and the internalized symptoms 
scale (Z=2.61, p<0.01) of the Youth Self-Report and 
Profile. 


Extreme Temperament at Age 7 and Clinical Status 
at Ages 12 and 16 


We looked at the presence of clinica. disorders at 
either 12 or 16 years of age or at both ages in the two 
extreme temperamental groups selected at age 7, tak- 
ing into account their family situation in terms of be- 
havior control, for two reasons. First, we had found an 
association between extreme temperament at age 7 
and clinical status at age 12 in the children in this 
sample whose families had behavior conizol scores in- 
dicating dysfunction (15). Second, in the current anal- 
ysis we observed an association between temperament 
at age 7 and the number of symptoms a: age 16. 

A stepwise logistic regression analysis [BMPD! was 
applied to the data in table 1; clinical status was the 
response variable. The improvement in cai-square and 
the values at each step are provided in table 1. The 
logit main effects (behavior control and temperament) 
model was tested against the model including their in- 
teraction. The improvement in chi-square value when 
the interaction was entered (y7=6.47, df=1, p=9.01) 
suggests the presence of a second-order interactive ef- 
fect of temperament and behavior control on clinical 
status; 82% of the subjects were correctly classified by 
this analysis. In other words, the effect of temperament 
on clinical outcome depended on the level of behavior 
control in the family and vice versa. Indeed, the data 
given in table 1 suggest that the effect of extreme tem- 
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TABLE 2. Characteristics at Ages 7, 12, and 16 of 38 Adolescents With Extremely Easy or Extremely Difficult Temperaments at Age 7 


aaee mertens 


SES? Family IQ DSM-III Diagnoses at DSM-III Diagnoses at 


Extreme at Functioning at Age 12 Age 16 
Temperament Age Score at Age 
Subject Sex at Age 7 7 Age 12° 16 Diagnosis Severity" Diagnosis Severity“ 
7 M Difficult 2 2 84 Oppositional disorder S Oppositional disorder 5 
Attention deficit dis- 5 Attention deficit disorder $ 
order with hyperactivity 
Atypical stereotyped 3 
movement disorder 
10 M Difficult 4 3 102 Avoidant disorder 3 Hyperanxiety 6 
25 F Difficult 4 4 97 Oppositional disorder 5 Oppositional disorder 3 
Attention deficit dis- 3 
order 
38 M Difficult 5 2 114 Oppositional disorder 4 Oppositional disorder 5 
Attention deficit dis- 2 Attention deficit disorder 3 
order ‘ with hyperactivity 
16 M Difficult 4 5 123 Oppositional disorder 5 Oppositional disorder 4 
15 M Difficult 5 2 82 Oppositional disorder 4 Oppositional disorder 4 
l Residual attention deficit 4 
23 M Difficult 4 2 120 Oppositional disorder 3 Oppositional disorder 5 
30 M Difficult 1 5 112 None _ Oppositional disorder 4 
18 M Difficult 4 3 116 None — Conduct disorder, so- 3 
cial, nonaggressive 
Oppositional disorder 3 
1 F Difficult 5 3 96 None — Conduct disorder, so-. 4 
cial, nonaggressive 
Oppositional disorder S 
: . | Dysthymic disorder 3 
12 M Easy . 3 3 116 None _ Oppositional disorder 4 
13 M Easy 4 3 87 None ~— Dysthymic disorder 4 
21 M Easy 3 3 102 None — Oppositional disorder 4 
Dysthymic disorder 2 
34 M Easy 4 S 92 None — Conduct disorder, so- 3 
cial, nonaggressive 
Cannabis dependency 4 
ag Multiple dependencies 4. 
5 M Difficult | 3 3 106 Oppositional disorder 3 None — 
17 M Difficult 5 2 121 Oppositional disorder S None — 
35 M Difficult 2 4 115 Oppositional disorder 3 None — 
39 M Difficult 4 3 93 Oppositional disorder 4 None — 
33 M Difficult 4 4 107 Oppositional disorder 2 None — 
6 M Difficult 3 4 92 Oppositional disorder 3 None — 
4 M Easy 5 5 89 Oppositional disorder 2 None — 
3 M Difficult 3 5 111 None a None — 
26 M Difficult 4 5 92 None _ None — 
14 M Difficult 2 S 100 None — None — 
32 F Difficult 1 6 100 None _ None — 
8 M Difficult 3 6 123 None _ None — 
19 M Difficult 4 6 91 None m None — 
37 M Difficult 3 5 128 None oe None — 
22 F Easy 3 5 116 None — None — 
27 M Easy 2 4 104 None — None — 
31 M Easy 4 4 123 None — None — 
40 M Easy 4 5 105 None _ None — 
29 F Easy 1 5 121 None — None — 
20 F Easy 5 4 95 None —— None — 
36 M Easy 2 5 99 None =- None — 
2 M Easy 4 4 92 None — None — 
11 M Easy 3 7 122 None oo None — 
28 M Easy 1 5 111 None — None — 


“Socioeconomic status according to the Hollingshead two-factor index of social position. 
McMaster model of family functioning behavior control scale; a score of less than 4 indicates dysfunction; 4 indicates normal functioning; 
more than 4 indicates superior functioning. 

“CGI scale rating. 


who were living in families with average or dysfunc- 
tional behavior control were given a clinical diagnosis 
at age 12, at age 16, or at both ages, but only two of 


perament at age 7 on clinical outcome prevails in fam- 
ilies with dysfunctional behavior control. All 14 of the 
children with extremely difficult temperaments at age 7 
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the nine children with extremely difficult tempera- 
ments at age 7 who were living in a family with supe- 
rior functioning were given a diagnosis. 

The qualitative analysis of the longitudinal data 
given in table 2 allows three other observations. First, 
two groups of children appear strikingly different: the 
seven children who were given clinical diagnoses at 
both 12 and 16 years of age and the 17 children who 
were never given clinical diagnoses. All seven children 
with clinical diagnoses at ages 12 and 16 were temper- 
amentally difficult at age 7, and six were living in dys- 
functional families in terms of behavior control. Con- 
versely, seven of the children with extremely difficult 
temperaments at age 7 were not given a clinical diag- 
nosis at either age 12 or age 16, and all of these chil- 
dren were living in families with superior behavior 
control (six of seven versus none of seven; y*=7.29, 
df=1, p<0.01, Yates’s correction). This provides, i in 
another way, some evidence of a longitudinal interac- 
tion between family behavior control and extremely 
difficult temperament. 

Second, table 2 shows that the clinical diagnoses 
given to the temperamentally difficult children at age 
16 were predominantly externalized (oppositional dis- 
order and attention deficit disorder), as they were at 
age 12. 

Third, the two extreme temperamental groups se- 
lected at age 7 displayed no difference in terms of in- 
tellectual development at 16 years of age, as assessed 
by the WISC-R (the mean+SD IQ of the 23 adoles- 
cents who had been temperamentally difficult children 
was 105+13.3; for the 15 adolescents who had been 
temperamentally easy it was 105+12.6). Moreover, in 
terms of academic performance in high school, we 
found no observable difference between the two ex- 
treme temperament groups. The academic charts over 
the preceding 2 years were categorized according to 
the type of class attended (regular or vocational), the 
number of subjects failed, and the percentage of school 
terms during which they were placed above or below 
the mean of the group for mathematics and French. 

Finally, the children who had been extremely dif- 
ficult 7-year-olds had lower self-images as adolescents 
(as measured by the Offer Self-Image Questionnaire 
for Adolescents) than did those who had been ex- 
tremely easy 7-year-olds (Z=2.5, p=0.01, for the su- 
perior adjustment scale; Z=2.0, p=0.05, for the mas- 
tery of external world scale; Z=1.7, p=0.09, for the 
vocational-educational goals scale; and Z=-2.15, 
p=0.03, for the global score, Wilcoxon rank test). | 


DISCUSSION 


This 9-year follow-up suggests that extremely dif- 
ficult temperament at age 7 (withdrawal from novelty, 
low adaptability, high intensity, and negative mood) is 
associated with the presence of clinical disorders in 
preadolescence and adolescence. However, the present 
data suggest that child temperament by itself, even if 
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extreme, is not as good a predictor as it is when the 
effect of family behavior control is taken into account. 
This appears even clearer at this second follow-up than 
it was in the previous follow-up of this group of chil- 
dren (15). All of the children in our sample who had 
extremely difficult temperaments at age 7 and who 
lived in dysfunctional families were given a clinical 
diagnosis in preadolescence or adolescence. For chil- 
dren in families with superior behavior control func- 
tioning, however, no difference in outcome was appar- 
ent between the extremely difficult and zhe extremely 
easy children. This interaction between temperament 
and family functioning is also obvious when the tem- 
peramentally difficult children who were given clinical 
diagnoses at both age 12 and age 16 are compared 
with those who were not given clinical diagnoses at 
these ages; the former lived in dyszunctional families, 
whereas the latter lived in functional families. Of 
course, our research design only peints zo the triangu- 
lar association of extremely difficult temperament, dys- 
functional behavior control, and the appzarance of dis- 
orders. It cannot discern, for instance, the direction of 
the process: does extreme temperament favor a progres- 
sive decompensation of family behavior control or does 
poor behavior control lead to extreme temperament? 

Our children with extreme temperaments repre- 
sented the extreme 10% of the distribut:on in the gen- 
eral population. Very few other studies on the predic- 
tive value of early temperament up to adolescence exist 
in the literature. In the New York Longitudinal Study, 
Thomas and Chess (23) reported a slight association 
between temperament in preschool years and adjust- 
ment in late adolescence and young adu.thood (18—22 
years of age). The difference in the size of the associ- 
ation they found and that which we four.d may depend 
on many factors. First, their measurement of temper- 
ament was taken only in preschool years (no assess- 
ment was made in middle childhood), znd the period 
of their follow-up was longer. Second, they did not 
study the extremes from a random sample of the gen- 
eral population. 

The diagnoses made or. the basis of interviews with 
the children at age 16, like those made when they were 
12 years old (15), were especially of an oppositional 
and externalized nature at home. However, it is note- 
worthy that the adolescents who were temperamen- 
tally difficult at age 7 described themselves at age 16 on 
the Youth Self-Report and Profile as mach on the in- 
ternalized pole (r,=0.43, df=37, p<0.01) as on the 
externalized one (r,=0.34, df=37, p<0.05). They also 
defined their self-image as poorer on the Offer Self- 
Image Questionnaire for Adolescents. Additionally, we 
have previously reported that children with extremely 
difficult temperaments on factor 1 had scores on the 
Conners teacher scale indicating more internalization 
at age 7 (2) and that they had scores on the Rutter 
teacher scale indicating more internalization at ege 12 
(15). These children weuld thus have externalized 
symptoms at home but internalized symptoms outside 
the home environment. All this corroborates a devel- 
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opmental hypothesis that we recently formulated (13): 
when their families are dysfunctional in behavior con- 
trol, temperamentally difficult young children (who 
withdraw from new situations, adapt poorly, are very 
intense, and have an overall negative mood) are more 
likely to develop clinical symptoms of opposition and 
externalization in ‘the family environment, in which 
they are at ease and ta which they are more adapted. 
However, outside the family, in novel or social situa- 
tions that call on their adaptive abilities (such as 
school), these children are more likely to display inter- 
nalized clinical symptoms. Similarly, later, as adoles- 
cents, they would also tend toward internalization be- 
cause of the increasing number of social situations 
calling for greater personal abilities to approach and 
adapt to novel situations. 

The present longitudinal findings indicate that, up to 
adolescence, extremely difficult temperament in young 
children leads to a clinical picture of a mixture of ex- 
ternalized and internalized symptoms and that each 
group of symptoms is specific to the type of environ- 
ment. However, the two original extreme tempera- 
ment groups had identical academic outcomes in high 
school and the same intellectual abilities (IQ) at age 
16. This is compatible with our previous findings in 
this study group when they were in primary school 
(24), when there was only a very slight association 
with academic performance. Thus, extremely difficult 
temperament on factor 1 appears longitudinally asso- 
ciated with clinical but not with academic outcome. 
This result is congruent with the already well-estab- 
lished finding that the correlates of behavior disorders 
in childhood are not tke same as those of cognitive or 
academic outcome (25, 26). Of course, our data do not 
preclude the possibility that temperament traits other 
than those used to define difficult temperament in this 
study are more related to academic outcome (27). 
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The Natural History of Alcohol Abuse: 
Implications for Definitions of Alcohol Use Disorders 


Deborah S. Hasin, Ph.D., Bridget Grant, Ph.D., Ph.D., 
and Jean Endicott, Ph.D. 


Is the DSM-III-R category of alcohol abuse validly 
differentiated from the DSM-III-R category of alcohol 
dependence, or is abuse primarily a mild, prodromal 
condition that typically deteriorates into dependence? 
A 4-year longitudinal epidemiologic study of male 
drinkers provided data to answer this question. The 
study used identical questions at baseline and follow- 
up. At follow-up, 70% of the subjects who were ini- 
tially classified as alcohol abusers were still abusers or 
were classified as remitted. This contrasted signifi- 
cantly with outcome in the subjects who initially re- 
ported alcohol dependence. Although additional re- 
search is needed, these results indicate that alcohol 
abuse often has a course distinct from that of alcohol 
dependence. 

(Am J Psychiatry 1990; 147:1537-1541) 


he definitions of alcohol use disorders have 
changed considerably through the successive sets 
of diagnostic criteria developed for psychiatric re- 
search and clinical diagnosis. In the earlier Feighner 
criteria (1) and Research Diagnostic Criteria (2), only 
one alcohol use disorder, “alcoholism,” was defined. 
In DSM-III, alcohol use disorders were divided into 
two categories, alcohol abuse and alcohol dependence. 
It is now clear that the abuse category contained many 
symptoms ordinarily considered to indicate depen- 
dence. Numerous factors, including research challeng- 
ing the validity of the DSM-III distinction between 
abuse and dependence (3), led to considerable revision 
of the alcohol use disorders in DSM-III-R. 
The DSM-III-R definition of alcohol dependence 
was heavily influenced (4) by the concept of alcohol 
dependence initially proposed by Edwards and Gross 
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(5). In DSM-III-R, the diagnostic criteria were modi- 
fied to emphasize not only physiological dependence 
but also subjective indicators of impaired control, in- 
creased salience of drinking, and indirect indicators of 
impaired control such as continued drinking despite 
health or social problems. Abuse became a residual 
category for those who never met dependence criteria 
but who drink despite social, occupational, psycholog- 
ical, or physical problems related to alcoaol or in haz- 
ardous situations such as driving. Before the publica- 
tion of DSM-III-R, alcohol abuse as a category had 
been dropped entirely on the grounds that determining 
the diagnosis of a substance use disorde- on the basis 
of its social consequences placed insuffic ent emphasis 
on the “essential process” of the disorder (5). The 
abuse category was reintroduced in response to the 
concerns of some clinicians who felt tte need for a 
diagnosis when substance use led to impairment with- 
out dependence indicators. The statemerts in DSM- 
HI-R that abuse applies to those “who have not yet 
developed . . . dependence” (italics added) (6) and to 
those “who have only recently started?’ taking the 
psychoactive substances (i.e., those who started drink- 
ing only recently) appear to indicate an assumption 
that abuse constitutes a mild condition >rodromal to 
dependence. 

If the most likely outcome of alcohol 25use is a di- 
agnosis of alcohol dependence, then the validity of the 
distinction between abuse and dependence is some- 
what challenged because the abuse ca-:egory serves 
only to identify early, mild manifestations of the dis- 
order of dependence. In this case, perhaps abuse 
should be dropped and the severity thresaold for de- 
pendence lowered to include those who would now be 
diagnosed as nondependent abusers. Hcwever, if the 
assumption about the likely evolution of alcohol abuse 
into dependence is false, then dropping the abuse cat- 
egory and broadening dependence would add hetero- 
geneity to dependence, which is already Juite a heter- 
ogeneous category. 

For the purposes of revising the criter:a for alcohol 
use disorders in DSM-IV, as well as for better under- 
standing the nature of the alcohol use disorders, infor- 
mation on the longitudinal relationship of abuse to 
dependence becomes especially importart. In particu- 
lar, follow-up studies of alcohol abusers n the general 
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population offer the pessibility of learning whether alco- 


hol abuse remains a consistent condition or typically 
evolves into alcohol dependence. Concurrent follow-up 
of alcohol-dependent individuals provides the opportu- 
nity to determine whether the most likely outcome of 
abuse contrasts with the outcome of dependence. 

Although follow-up studies of drinking (7—9) and 
drinking problems (10, 11) have been reported, they 
either focused entirely on consumption patterns (7—9) 
or used measures designed for other purposes (10, 11) 
and did not attempt to clearly differentiate aspects of 
alcohol abuse from alcohol dependence. 

At this writing, DSM-III-R has been published for 
only 2 years. Clearly, not enough time has elapsed 
since its publication for the completion of studies de- 
signed specifically to examine the natural history of 
alcohol abuse as defined in DSM-III-R. However, a 
fresh look at some older data provides an unexpected 
source of information on this current research ques- 
tion. These data come from a 1973 follow-up study of 
men initially interviewed in a 1969 national survey of 
drinking practices and problems. The drinking prac- 
tices and problems of the subjects were evaluated ex- 
tensively in the 1969 survey and at the 1973 follow-up. 
Obviously, the DSM-III-R concepts of alcohol abuse 
and dependence were not evaluated specifically in this 
study. However, the richness of detail in the data al- 
lowed for the construction of variables analogous to 
the DSM-III-R categories of alcohol abuse and depen- 
dence for both the initial and the follow-up evalua- 
tions. Construction of these variables allowed us to 
test the hypothesis that the outcomes of subjects with 
initial indicators of alcohol abuse would differ from 
those of subjects with initial indicators of alcohol 
dependence. 


METHOD 


The original study from which these subjects were 
drawn was the third :n an ongoing series of national 
surveys of drinking practices and problems conducted 
by the Alcohol Research Group, a National Institute 
on Alcohol Abuse and Alcoholism research center af- 
filiated with the University of California, Berkeley. The 
original 1969 sample consisted of 978 men aged 21 to 
59 years and is described in considerable detail by Ca- 
halan and Room (12). The sample was drawn accord- 
ing to standard principles of national probability sam- 
pling; all households within 100 primary sampling 
units were prelisted and every mth one was selected by 
office staff (not interviewers). Eligible men within 
households were enumerated and selected by a random 
number device. The men were personally interviewed 
by trained survey interviewers. The interview was fully 
structured and incorporated the knowledge and expe- 
rience of this research group in conducting the earlier 
national surveys on drinking practices and problems. 

In this survey, primary sample units from urban ar- 
eas were somewhat oversampled with the intention of 
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obtaining a higher proportion of heavy drinkers in the 
sample. Weights were developed from the design of the 
sampling scheme to produce nationally representative 
rates. However, it was found that on virtually all var- 
tables aside from urbanicity, these weights produced 
only trivial differences in group comparisons (12). In 
1969, 803 of the men were current drinkers. 

In 1973, a follow-up study of these men was con- 
ducted. They were asked about their experiences with 
alcohol consumption and alcohol problems by using 
many of the same questions as those in the initial in- 
terview. The 3 years preceding the second evaluation 
constituted the time frame for the questions. Five hun- 
dred ninety-three men who had been current drinkers 
in the initial evaluation were followed up in 1973, a 
follow-up rate of 74%. 

The questions used in constructing the present alco- 
hol abuse and dependence variables were identical in 


. the initial survey and at follow-up and used the same 


time frame (the preceding 3 years). The abuse and ce- 
pendence indicators constructed from these items can- 
not be considered fully complete or perfect represen- 
tations of abuse and dependence because not all 
aspects of the two disorders were covered, particularly 
for alcohol dependence. However, given the very lim- 
ited amount of empirical research on the chronological 
relationships of abuse and dependence, we felt that the 
criteria were represented well enough to offer a useful 
empirical addition to theoretical work focused on this 
issue. 

The areas covered in the indicators of DSM-III-R 
alcohol abuse included social, occupational, and phys- 
ical problems as well as hazardous use (see table 1). 
The recent presence of these in men who were current 
drinkers (i.e. those who continued to drink desp:te 
these problems) was taken as a positive indicator of 
alcohol abuse. 

Many but not all of the DSM-III-R criteria for al- 
cohol dependence (criteria 1, 2, 3, 7, and 9) were rep- 
resented in the data set (see table 1). Although the 
tolerance indicator is somewhat different from asking 
whether individuals needed to drink 50% more to get 
an effect (not included in the data set), the frequent 
consumption of a large amount of alcohol without ac- 
companying intoxication seemed a reasonable proxy 
for the clinical concept of tolerance. 

We did not include hazardous use or continued 
drinking despite problems among our dependence in- 
dicators because we wanted to keep the abuse and 
dependence categories separate. Note that the DSM- 
III-R criteria do not provide for entirely strict separa- 
tion of abuse and dependence. Most aspects of the 
abuse criteria are embedded in the dependence criteria 
(criterion 4, hazardous use, and criterion 6, continued 
use despite problems). Therefore, a person meeting cri- 
teria for dependence might or might not also meet cri- 
teria for abuse. Also, an individual meeting only one of 
the criteria for abuse and only one for dependence 
would receive a diagnosis of abuse, not dependence, 
since three symptoms are required for dependence. For 
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TABLE 1. Alcohol Problems Used to Construct Indicators of Alcohol Abuse and Alcohol Dependence 


Criterion 


Alcohol abuse 


Recurrent social problems Any of the following: 


Representation From Items Included in the Data Sets 


1. Threats by spouse to leave because of respondent’s drinking 
2. Respondent feels that his drinking has harmed his friendships, social life, home life, or marriage 


3. Two or more of the following: 


a. Spouse objects to respondent’s drinking 

b. Relatives object to respondent’s drinking 
c. Friends object to respondent’s drinking 

d. Neighbors object to respondent’s drinking 


Occupational problems Two or more of the following: 


LA Gh A O N bet 


Health problems One of the following: 


. Losing or nearly losing a job due to drinking 

. Quitting a job due to drinking 

. Being “high” or “tight” while on the job 

. Staying out of work due to hangovers 

. People at work object to respondent’s drinking 

. Respondent feels drinking has harmed his work 

. Respondent feels drinking has harmed his employment or advancement opportunities 


1. A doctor suggested respondent cut down on drinking 
2. Respondent feels drinking harmed his health 


Hazardous use Any of the following: 


1. Injury to respondent due to his dr 


inking 


2. Injury to someone else due to respondent’s drinking 
3. Property damage due to respondent’s drinking 
4. Drinking and driving that resulted in legal problems 


Alcohol dependence 
Often drinks more or 
longer than intended 


One of the following: 


1. Respondent found it difficult to stop drinking before completely intoxicated 


2. Respondent kept on drinking after promising himself he would not 


Desire or unsuccessful 

efforts to decrease 
- drinking 

A great deal of time spent 
drinking 

Marked tolerance 

Characteristic withdrawal 
symptoms 

Drinking for relief or 
avoidance of with- 
drawal symptoms 


the purposes of the present study, the level of overlap 
in the abuse and dependence categories seemed likely 
to obscure what might be learned about the predictive 
power of the categories when separated more cleanly. 
Therefore, three categories for subgrouping subjects 
were created to correspond to abuse and dependence 
but with the level of overlap reduced. The three cate- 
gories were 1) neither abuse nor dependence indica- 
tors, 2) abuse indicators with no dependence indica- 
tors, and 3) dependence indicators with or without 
abuse indicators. 

Of the 593 men who were current drinkers in the 
initial study, 71 (12%) were classified as abusers by the 
measure we constructed and 109 (18%) reported in- 
dicators of alcohol dependence. These 180 men were 
the subjects considered in this report. The demo- 
graphic characteristics of all 593 men are given in table 
2. Because weights were not developed specifically for 
the follow-up survey and weights for the original sam- 
ple did not meaningfully influence most results aside 
from urbanicity (12), unweighted frequencies and pro- 
portions are presented. We used the standard chi- 
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Respondent tried to cut down or quit but did not manage to do so 


Usually frequency of drinking three or more times a day 


Respondent drank eight or more drinks at least once a week AND felt intoxicated once a month or less 
Respondent’s hands shook a fot in the morning after drinking 


Respondent often drank first thing in the morning 


square test with Yates’s correction to test whether fol- 
low-up outcome differed between men who initially 
reported indicators of abuse and men who initially re- 
ported dependence indicators. 


RESULTS 


Of the 71 men with initial indicators of alcohol 
abuse only, $0 (70%) reported indicators of alcohol 
abuse only (N=17) or remission (N=33) 4 years later, 
and the remainder, 30% (N=21), repor-ed indicators 
of alcohol dependence with or without indicators of 
alcohol abuse. In contrast, of the 109 men with initial 
indicators of alcohol dependence, 50 (46%) still re- 
ported indicators of dependence 4 vears later, and 59 
(54%) reported indicators of abuse onlv (N=16) or 
remission (N=43). The differences in outcome be- 
tween men with initial indicators of alcohol abuse only 
versus those with alcohol dependence were statistically 
significant (y7=4.12, df=1, p<0.05). 
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TABLE 2. Demographic Characteristics and Presence of Alcohol Abuse or Dependence Indicators of 593 Male Drinkers at Initial Evalua- 


tion 
Dependence 
Abuse Indica- Indicators With 
No Abuse or tors Without or Without 
Dependence Dependence Abuse 
Indicators Indicators Indicators Total Sample 

Demographic Lee ES ak esto ae PURES, acl ae 
Characteristic N % N % N % N % 
Age (years) i i 

20-29 94 22.8 25 35.2 36 33.0 155 26.1 

30-39 112 27.1 ZS 32.4 25 22.9 159 26.8 

40—49 118 28.6 13 18.3 27 24.8 159 26.8 

50-59 89 21.5 10 14.1 21 19.3 120 20.2 
Marital status 

Married 370 89.6 56 78.9 87 79.8 $13 86.5 

Separated 2 0.5 4 5.6 5 4.6 11 1.9 

Divorced 7 1.7 2 2.8 3 2.8 10 1.7 

Widowed 1 0.2 0 0.0 0 0.0 3 0.5 

Never married 33 8.0 9 12.7 14 12.8 56 9.4 
Race 

White 393 95,2 61 85.9 93 85.3 $47 92.2 

Nonwhite 20 4.8 10 14.1 16 14.7 46 7.8 
Education 

Graduate level 54 13.1 i 9.9 6 5.5 67 11.3 

College degree 44 10.7 3 4.2 9 8.3 56 . 9.4 

Some college 97 23.5 18 25.4 14 12.8 129. 21.8 

High school degree 137 332 25 35.2 37 33.9 199 33.6 

Some high school 38 v 92 10 14.1 12 11.0 60 10.1 

Grades 7-9 31 LO 7 9.9 24 22.0 62 10.5 

Less than grade 7 12 2.9 1 1.4 7 6.4 20 3.4 
DISCUSSION allow analyses of predictors of change or stability :n 


The results’ reported here indicate that most of the 
men who initially resorted alcohol abuse either re- 
“mained in the abuse category 4 years later or had re- 
„mitted from alcohol problems entirely. Alcohol abuse 


_. .\ ‘appears to pose a risk for later alcohol dependence, 


since about 30% of the initial abusers had evidence of 
alcohol dependence acter 4 years. However, alcohol 
dependence was certainly not the inevitable fate of this 
group after a substan-ial period of follow-up. In con- 
trast, about half of those with alcohol dependence in- 
dicatórs at initial interview reported alcohol depen- 
dence indicators at follow-up. 

Several caveats, about this study must be made. First, 
the DSM-If-R’ criteria for alcohol abuse and alcohol 
dependence were ‘fot, represented fully, especially the 
criteria for alcohol.“deperidence. Second, the sample 
_ included only men, lezving open entirely the question 
_of the course of alconol abuse in women. Third, a 
longer follow-up (or repeated follow-ups over a longer 
period of time) would have provided additional infor- 
mation about the eventual outcome of alcohol abuse 
and dependence. Fourth, these data were collected sev- 
eral years ago. Although assumptions are usually made 
about the universality of diagnostic criteria over time, 
we do not know if the same results. would have been 
found if the study and the follow-up had been con- 
ducted more recently. Fifth, the sample sizes did not 
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Status. 

In addition, some investigators may have concerns 
that the follow-up results were influenced by the fact 
that the interviews were fully structured and con- 
ducted by nonclinicians, possibly giving rise to greater 
denial on the part of subjects with alcohol problems. 
There are a number of reasons why we think that this 
did not have a major influence on the reporting of 
changed status at follow-up. First, research is incon- 
clusive on whether clinician interviewers obtain higher 
rates of alcohol problems than nonclinician interview- 
ers in general population samples (13, 14). Second, the 
same type of interviewer was used for the initial and 
follow-up interviews, and thus, the background of in- 
terviewers could not have differentially affected the 
rates only in the follow-up study. Third, although clin- 
ical skills can obviously be extremely helpful in reduc- 
ing denial, the use of clinician interviewers can bring 
different rating problems, such as the influence of pre- 
conceptions on clinical ratings, even in the face of clear 
stories to the contrary from the subject or patiert. 
Thus, the use of survey interviewers represents a trade- 
off, but certainly this method has its own strengths. 

A measurement strength of this study is that all rel- 
evant questions were asked of all current drinkers. In- 
structions to skip questions according to diagnostic 
hierarchies were not used, resulting in complete infor- 
mation on all variables among all current drinkers. 
Rather than using what Wing (15) has called a “top— 


{ 
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down” approach, in which only questions concerning 
specific diagnostic criteria are covered, the interview 
was constructed with a “bottom-up” approach. In this 
later approach, specified areas of psychopathology are 
covered because of their expected relevance to many 
research purposes. Good coverage of the relevant do- 
mains allows later combination of items for many pur- 
poses, including specific algorithms designed to repre- 
sent currently defined diagnostic criteria. Through this 
approach, the data were (arguably) complete enough 
to be used for our purposes many years later, even 
after ideas about specific definitions of alcohol use dis- 
orders had changed several times. Although an inter- 
view designed according to such principles today 
would clearly include many more questions directly 
assessing current concepts of alcohol dependence, the 
process of covering numerous domains completely 
with all subjects allows for later analyses with items 
either combined into categories, scaled into continuous 
measures, or examined individually. Such complete 
coverage of alcohol problems is probably not possible 
in an interview that must also cover numerous addi- 
tional axis I adult psychiatric disorders. However, 
when the research focuses specifically on alcohol, the 
‘“‘bottom—up” approach may yield a great deal of ad- 
ditional information that can be used for a number of 
purposes. | 
Despite the problems in the present study, the results 
represent the only longitudinal general -population 
data known to us on the course of alcohol abuse and 
its relationship to alcohol dependence. To us, the re- 
sults argue that a decision to drop alcohol abuse from 
DSM-IV and lower the threshold of alcohol depen- 
dence to include alcohol abusers would be premature 
‘at this point. According to these data, making such a 
change in the diagnostic criteria would increase the 
heterogeneity of a category that is already quite heter- 
ogeneous, decreasing both clinical and research utility. 
At the same time, additional longitudinal research on 
the natural history of alcohol abuse and dependence is 
urgently needed. This research should be conducted in 
samples of both men and women and should proceed 
with instruments designed to assess dependence indi- 
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cators fully and accurately. Sample sizes should be 
large enough to evaluate the predictive power of sub- 
ject and environmental characteristics oz stability or 
change in status. Such research weuld ¿ead to more 
valid definitions of alcohol use disorders and a better 
general understanding of these disorders. 
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Cocaine/“Crack”” Dependence Among Psychiatric Inpatients 


Gregory Bunt, M.D., Marc Galanter, M.D., 
Harold Lifshutz, Ph.D., and Ricardo Castaneda, M.D. 


The authors studied 40 cocaine-dependent subjects 
admitted to psychiatric inpatient wards of a metropol- 
itan hospital because of general psychiatric symptoms. 
The results indicate that the predominant form of co- 
caine administration (88%) was freebasing “crack.” 
DSM-III-R cluster B personality disorders (N=17) and 
schizophrenia (N=13) constituted the diagnoses for 
75% of the sample. Compared to the schizophrenic 
patients in this cohort, the patients with cluster B per- 
sonality disorders used cocaine in greater quantities 
and more frequently and began abuse of the drug at an 
earlier age. The escalation in urban areas of psychiatric 
hospitalizations attributed to use of crack may be 
largely related to psychiatric symptoms in cocaine-de- 
pendent patients wii personality disorders as well 
as cocaine-induced psychopathology in schizophrenic 
patients. 

(Am J Psychiatry 1990; 147:1542-1546) 


he recent escalation of the use of the highly ad- 
_dictive form of cocaine called “crack” has risen to 
evidemic proportions. Cocaine and crack dependence 
among psychiatric patients is now generally recognized 
as a clinical problem cf major importance (1, 2). When 
cocaine hydrochloridz is converted into its freebase 
form (usually by adaing sodium bicarbonate or an- 
other base), it vaporizes when heated and can easily be 
inhaled into the lungs. Crack is a convenient, crystal- 
‘line, prepackaged amont of freebase cocaine that is usu- 
ally sold in $5 or $10 vials. It is heated in a crack pipe, 
often making a crackling sound, and then inhaled. Co- 
caine in the form of crack has become accessible to a far 
broader range ot the population, including those with 
chronic mental illnesses such as schizophrenia and those 
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with disadvantaged psychosocial environments, i.e., the 
homeless and the indigent. 

Patients with significant patterns of cocaine and/or 
crack dependence may come to metropolitan psychi- 
atric emergency rooms with a variety of symptoms, as 
described in previous reports (3). Cocaine- or crack- 
dependent patients who are admitted to psychiatric 
inpatient units usually have coexisting psychopathol- 
ogy that can be coded on either axis | or axis II of 
DSM-III-R or both. The presenting symptoms may 
vary according to the pattern, quantity, and frequency 
of crack abuse as well as the environmental stressors 
and coexisting psychopathology. Accurate psychiatric 
diagnosis and optimal treatment of these patients will 
depend on an understanding of the interplay between 
observable symptoms, cocaine abuse patterns, and un- 
derlying primary psychiatric disorders. 

The purpose of this study was to characterize and 
describe a sample of general psychiatric inpatients in a 
large metropolitan hospital who were dependent on 
cocaine or crack. The diagnostic spectrum and clinical 
profile of cocaine-dependent inpatients in a voluntary 
psychiatric drug treatment unit have been described in 
a previous report (4). However, to our knowledge, no 
prior study has examined the nature of cocaine or 
crack dependence in inpatients on general psychiatric 
wards. 


METHOD 


The subjects were 40 psychiatric inpatients at a large 
metropolitan general hospital, both involuntarily and 
voluntarily admitted, who met the DSM-III-R criteria 
for cocaine dependence on axis I. Thirty-seven of the 
40 subjects also fulfilled the criteria for other axis | or 
axis IJ diagnoses. All were admitted to the general psy- 
chiatric inpatient service from the hospital’s psychiat- 
ric emergency room after an evaluation by the psychi- 
atric emergency room staff. Inpatients on the general 
psychiatric wards who were found by the ward psy- 
chiatrists to have any history of cocaine abuse were 
assessed. All subjects met the minimum criteria of at 
least weekly cocaine use, with a total consumption of 
cocaine worth at least $1,400 in the 3 months before 
admission. Those with abuse of any other substance, 
with the exception of alcohol and marijuana, during 
the month prior to admission were excluded. Depen- 
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dence (DSM-III-R criteria) on any other substance 
during the past 3 months, except for prescribed meth- 
adone maintenance, was a criterion for exclusion. Ap- 
proximately two-thirds of the sample assessed were 
excluded because of abuse of or dependence on other 
substances as just defined. 

We used a 12-item questionnaire to assess the de- 
mographic profile of the sample. Psychiatric diagnoses 
were determined by means of the DSM-III-R criteria. 
A 72-item general substance abuse inventory was used 
to determine the broad extent and nature of drug and 
alcohol abuse among the subjects, and a 20-question 
cocaine pattern profile was used specifically to assess 
the route and temporal and quantitative patterns of 
cocaine abuse. We determined admission symptoms 
with a 22-item admission symptom checklist that in- 
cluded hallucinations, delusions, suicidal/homicidal 
ideation, and violent behavior, among others. Data 
from the emergency room admission sheet, as well as 
the patient’s self-report, were included in completing 
the admission checklist. A 50-item cocaine symptom 
inventory was used to determine specific symptoms in- 
duced by use of cocaine. 

All subjects were interviewed and evaluated by a 
research psychiatrist (G.B.) during the first 3 weeks of 
their hospitalization, after they had been stabilized on 
the ward. The patients received a complete medical 
evaluation and gave a complete psychiatric history. 
Twenty-six of the subjects had recetved some form of 
psychotropic medication (lithium, neuroleptics, anti- 
depressants, anticholinergics, methadone) during hos- 
pitalization prior to the interview. 


RESULTS 


Demographic analysis: of the 40-patient sample 
showed a sex distribution of 29 men (73%) and 11 
women (28%). The mean+SD age of the subjects was 
26.85+5.76 years (range=18—39). The racial distribu- 
tion was 24 black, 11 white, and five Hispanic. Twen- 
ty-eight subjects were single, five were separated, two 
were divorced, two were married, and three were in 
common-law living arrangements. Earned income 
ranged from 0 (N=18) to $30,000 (N=1); 13 (33%) 
of the subjects were receiving public assistance. Eigh- 
teen (45%) of the subjects were undomiciled and only 
10 (25%) were living in their own apartments. Twen- 
ty-five (63%) of the subjects were high school drop- 
outs, and only two (5%) had graduated from college. 
Twenty-six (65%) had histories of at least one incar- 
ceration, and eight subjects (20%) had had more than 
two incarcerations. 

Seven (18%) of the subjects reported previous de- 
pendence on alcohol, four (10%) previous dependence 
on opiates, and four (10%) previous dependence on 
marijuana. Thirty-four (85%) smoked cigarettes. Five 
(13%) of the subjects had histories of intravenous drug 
abuse and two (5%) were currently on a methadone 
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maintenance regimen. Nine (23%) had previously 
been in a therapeutic community. 


Patterns of Abuse 


The route of administration was freebzsing for 35 
(88%) of the sample, intravenous fer three (8%), and 
intranasal for two (5%). The mean+SD age at first use 
was 20.09+4.64 years for the intranasz! route and 
24.28+5.95 for freebasing. The meantSD market 
value of the cocaine used was reported as $463.63+ 
$491.72 (range=0—-$2,500) during the week before 
admission, $428.00+$316.72 (range=$120-$1,500) 
weekly during the previous month, and $338.25+ 
$233.50 per week during the previous year. Mean days 
per week of consumption were 4.5042.76, 4.98+ 
1.83, and 4.18+1.58 during the previous week, month, 
and year, respectively. Eighteen (45%) oZ the subjects 
were using crack daily the week before admission, and 
24 (60%) had used it at least 5 days during the week 
before admission. The mean+SD estimatec time interval 
between the last dose and entering the emergency room 
was 54.23+66.36 hours. 


Diagnostic Analysis 


The diagnostic spectrum with regard ta DSM-III-R 
axis I and JI comorbidity showed 17 (43%) cluster B 
personality disorders, 13 (33%) schizophrenic disor- 
ders, and five (13%) affective disorders. The schizo- 
phrenic subjects included 11 with chronic schizophre- 
nia and two with schizoaffective disorder. The subjects 
with affective disorders included two with bipolar dis- 
order, one with major depression, one with cy- 
clothymia, and one with dysthymie. Of the subjects 
with cluster B personality disorders, 11 fulfilled the 
criteria for antisocial personality and six fr borderline 
personality; two patients had schizotypal personality 
(cluster A). Three subjects had no other concurrent 
DSM-III-R axis I or II psychiatric diagnosis. 

Subjects with the schizophrenic syndrome had used 
less cocaine the week before admissicn (mean+SD dol- 
lar value=$138.46+$129.51) than the personality dis- 
order subjects ($710.29+$545.80) (t=—4.17, df= 
18.31, p<0.001), and they had usec it less frequently 
during that week (2.54+2.33 days and 6.18+1.55 
days, respectively) (t=—4.86, df=19.7£, p<0.001). 
The schizophrenic subjects had also usec -ess cocaine 
per week during the past month ($278.44+$240.03) 
than the personality disorder subjects ($555.88 
$356.14) (t=—2.54, df=27.65, p<0.05° and during 
the past year ($217.69+$129.69 and $367.65+ 
$216.46, respectively) (t=—2.36, df=26.7), p<0.05). 
The mean+SD elapsed time from last cocaine dose to 
emergency room admission was 85.40+£73.56 hours - 
for the schizophrenic subjects and 16.73+~9.85 hours 
for the personality disorder subjects (t=2.86, df= 
10.19, p<0.05). The mean+SD age at first intranasal 
use was 22.70+4.27 years for the schizcphrenic sub- 
jects and 18.33+3.37 years for the personality disor- 
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COCAINE DEPENDENCE AMONG INPATIENTS 


TABLE 1. Symptoms at Hcspital Admission of 40 Cocaine-Depen- 
dent Psychiatric Patients and of the Subgroups With the Two 
Most Prevalent Diagnoses 


DSM-III-R 
Cluster B 
Total Schizo- Personality 
Group of phrenic Disorder 
Patients Patients Patients 
(N=40) (N=13) (N=17) 
Symptom N % N % N Yo 
Depression 30 75 9 69 14 82 
Suicidal ideation 27 68 7 54 13 76 
Homicidal ideation 3 8 1 8 2 12 
Violence 6 15 3 23 3 18 
Paranoia 25 63 10 77 8 47 
Auditory hallucinations 19 48 10 77° 5 P ia 
Visual hallucinations 3 8 1 8 1 6 
Panic attack Fi 18 4 31 1 6 
Loose associations 16 40 12 92» 1 6> 
Racing thoughts 4 10 1 8 0 0 
Grandiose delusions 1 3 0 0 0 0 
Bizarre delusions 2 5 2 15 0 0 


* Significant difference between the schizophrenic and personality 
disorder patients (x7=6.65, df=1, p<0.01). 

> Significant difference between the schizophrenic and personality 
disorder patients (y7=22.41, df=1, p<0.001). 


der subjects (t=2.72, df=16.24, p<0.05); first freebas- 
ing was at 26.92+6.22 years for the schizophrenic 
subjects and 21.88+5.77 years for the subjects with 
personality disorders ‘t=2.27, df=24.88, p<0.05). 


Symptoms at Admission 


At admission there was a high frequency of depres- 
sion, suicidal ideation. paranoia, anxiety, auditory hal- 
lucinations, and loose associations (see table 1). Gran- 
diose and bizarre delusions occurred in very low 
frequencies. Olfactory and gustatory hallucinations 
were not found in anv of the subjects, and tactile hal- 
lucinations were recorded for only one schizophrenic 
subject. The schizophrenic subjects had a significantly 
higher frequency of <cuditory hallucinations than the 
personality disorder subjects did. Loose associations 
ranked high among tke schizophrenic subjects but not 
among the personality disorder subjects (table 1). 

On the cocaine-induced symptom inventory, subjects 
gave a frequency rating of 0 (never) to 5 (always) for 25 
symptoms that they recalled experiencing 1) during co- 
caine intoxication and 2) 72 hours later (withdrawal 
phase). The data showed high mean+SD ratings for eu- 
phoria (4.70+£1.02), paranoia (2.48+1.94), hyperactiv- 
ity (2.40+2.10), orgasmic excitement (2.55 +2.18), good 
taste in the mouth (2.28+2.00), and anxiety (1.93+ 
1.89) during intoxication and high scores for depression 
(3.28+2.05), fatigue 13.20+2.00), anger (1.68+1.72), 
anxiety (1.65+1.67), and suicidal ideation (1.53+1.28) 
72 hours after intoxication. Auditory hallucinations were 
also reported by manv during intoxication (1.45+1.78), 
but there was no significant difference between the 
schizophrenic and personality disorder subjects on this 
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item. Other kinds of hallucinations were reported at very 
low frequencies (<0.63) during both phases by bcth 
groups. Also, violent behavior was reported at low fre- 
quencies (<0.36) during the intoxication and with- 
drawal phases. Cocaine dreams, both pleasant (1.5&+ 
1.69) and bad (1.55+1.68), were reported commonly 
during the withdrawal phase, but no significant differ- 
ences were found between the schizophrenic and perscn- 
ality disorder subjects on this item. 


DISCUSSION 


Our analysis of 40 psychiatric inpatients who met 
the DSM-III-R criteria for cocaine dependence showed 
that approximately 88% of the patients were depen- 
dent on cocaine freebase “crack.” The demographic 
data of this sample are consistent with the ominous 
pattern of increasing prevalence of cocaine abuse and 
dependence among the population with lower socio- 
economic status, as recently elucidated (5). The major- 
ity of the patients in our sample were poor, belonged 
to ethnic minorities, were high school dropouts, and 
had criminal records, and a large percentage were un- 
domiciled or receiving public assistance. The catch- 
ment area of the public hospital where our subjects 
were patients encompasses a large proportion of New 
York City. Because most of the patients who are ad- 
mitted are poor, their dependency on cocaine is usually 
likely to lead to incarceration, homelessness, or the use 
of all their financial resources to buy cocaine. The dif- 
ficulty in diagnosing antisocial personality disorder in 
the cocaine-abusing or cocaine-dependent population 
has been the subject of ongoing scientific debate (6). 

The diagnostic spectrum of this sample revealed a 
high percentage of severe personality disorders (40%), 
which is consistent with findings in earlier studies ‘2, 
7) and supports the theory that drug abuse may be an 
element of a broader behavioral phenomenon charac- 
teristic of antisocial personality (8). In our sample 
there was also a high percentage of schizophrenic pa- 
tients, which reflects to some degree the prevalence of 
this disorder in the psychiatric population at this hos- 
pital: about 46%, according to emergency room zd- 
missions statistics (A. Hardesty, personal communica- 
tion, March 17, 1989). This is also consistent, however, 
with an earlier study which reported significant co- 
caine abuse among schizophrenic patients (9) and én- 
other which suggested that a disproportionate number 
of schizophrenic patients or patients with antisocial 
personalities are among those who develop stimulant 
psychosis (10). Affective disorders were not overrepre- 
sented in our sample as had been the case in some 
previous studies (2, 11). However, the symptoms ex- 
perienced while “crashing” from cocaine and those 
leading to admission were very frequently depression 
and suicidal ideation in patients of all diagnostic cat- 
egories, including schizophrenia. . 

Symptoms of cocaine abusers at hospital admission 
have been previously described (12, 13), and a high 
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prevalence of aggressive or psychotic behavior and el- 
evated MMPI scores has been shown. In the analysis of 
admission symptoms for our sample, a comparison of 
the schizophrenic and personality disorder subjects 
showed a high frequency of depression, suicidal ide- 
ation, and paranoia for both groups and a high fre- 
quency of loose associations and auditory hallucina- 
tions for the schizophrenic group, as would be 
expected. Outwardly directed violence occurred in ap- 
proximately one-fifth of cases in both groups. In this 
cohort, auditory hallucinations were reported at ad- 
mission by 48%, including 29% of the subjects with 
personality disorders. Visual and tactile hallucinations 
at admission, however, were reported by only 8% and 
6% of the subjects, respectively, although a previous 
study (14) described them as occurring more fre- 
quently than auditory hallucinations during cocaine 
intoxication. Whether these differences could be re- 
lated more directly to the nature of our’sample or to 
the specific properties of crack (in contrdst to cocaine 
hydrochloride) is a question that requires further 
study. 

Temporal and quantitative patterns of cocaine abuse 
have been thoroughly investigated in longitudinal 
studies (15), but no comparative data on patterns 
among different psychiatric diagnostic groups are cur- 
rently available. In our study, the personality disorder 
subjects tended to have used more cocaine during the 
week, month, and year before admission and began 
using it at an earlier age. The patients with personality 
disorders also used cocaine more frequently in the 
week before hospitalization. The schizophrenic sub- 
jects were admitted to the psychiatric emergency room 
a significantly longer time after their last cocaine dose. 
These findings may indicate that crack is less accessible 
to schizophrenic persons because of their social disad- 
vantage and their consequent diminished resourceful- 
ness, or they may be inherently related to specific co- 
caine abuse patterns associated with schizophrenic 
disorder. 

Psychiatric symptoms related to periods of intoxica- 
tion and withdrawal vary widely according not only to 
the route, dose, intensity, and temporal course of co- 
caine binges but also according to the social context 
and the individual’s premorbid psychopathology (10, 
11, 16). Steps have been taken to categorize phases of 
intoxication and withdrawal in relation to symptoms 
(11) and to describe a dose-dependent progression of 
symptoms according to long-term clinical course (17). 
The analysis of our data from the cocaine-induced 
symptom scale shows a wide range of individual vari- 
ation with regard to subjective reports about intoxica- 
tion and withdrawal phases and few significant differ- 
ences between the two major diagnostic groups. For 
example, in response to the question on orgasmic ex- 
citement during intoxication (frequently reported by 
cocaine abusers), five of the 17 subjects with cluster B 
personality disorders reported that they always expe- 
rienced orgasmic excitement during intoxication, 


Am J] Psychiatry 147:11, November 1990 


BUNT, GALANTER, LIFSHUTZ, ET AL. 


while six of the 17 reportec that they never did so, and 
four of the 13 schizophrenic subjects reparted always 
experiencing orgasmic excitement during intoxication, 
while six of the 13 reported never experiencing it. 
The assessment, classification, and treatment of co- 
caine-dependent patients with coexisting psychiatric or 
personality disorders is a complicated problem that is 
the subject of ongoing scientific research ‘6, 18, 19). 
The relation between cocaine and its induced affective 
and cognitive symptoms is often ambiguous and diffi- 
cult to ascertain. This problem contrinutes greatiy to 
the deceptive, unpredictable, and dangerous nature of 
cocaine dependence. An illusion of control and denial 
of the severity of the disorder are prevalent among 
cocaine users and are perhaps the most serious and 
challenging clinical problems in the rehabilitation of 
cocaine-dependent patients. The lack of clarity about 
the relation between induced symptoms and cocaine 
use may be an even greater concern with respect to the 
schizophrenic population, who were more dependent 
and more impaired at lower doses of cccaine in our 
sample. The data obtained from this study demon- 
strate the need for multidimensional treatment of co- 
caine/crack dependence in our inner-city 2ospitals, in- 
cluding biological, pharmacological, psychological, 
and social interventions, because the overwhelming 
majority of these patients have coexistirg psychopa- 
thology and chaotic psychosocial environments. 
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Dissociative Experiences in the General Population 


Colin A. Ross, M.D., Shaun Joshi, and Raymond Currie, Ph.D. 


The Dissociative Experiences Scale was adminis- 
tered to a random sample of 1,055 adults in the city of 
Winnipeg. Results showed that scale scores did not 
differ between men and women and were not influ- 
enced by income, employment status, education, place 
of birth, religious affiliation, or number of persons in 
the respondent’s household. Dissociative experiences 
are common in the general population and decline 
with age. The findings suggest that dissociative disor- 
ders may also be common in the general population. 

(Am J Psychiatry 1990; 147:1547—1552) 


uring the 1980s there was a rapid increase in the 

diagnosis, treatment, and study of dissociative 
disorders, especially of multiple personality disorder 
(1-5). Several studies of a case- finding nature have 
suggested that dissociative disorders may be more 
common in clinical populations than previously sus- 
pected (6—8). High rates of dissociative disorders have 
been noted in preliminary screening of prostitutes and 
exotic dancers (9) and male sex offenders (10). How- 
ever, tc our knowledge there have been no systematic, 
large-scale studies of the prevalence of dissociation in 
the general population. 

In the last few years three instruments for he self- 
report measurement of dissociation have been pub- 
lished (5, 11-14). One of these, the Dissociative Expe- 
riences Scale, has been subjected to a replication study 
(12). Thus, it has just recently become possible to de- 
termine the prevalence of dissociative experiences in 
the general Coe 

The present study provides the first findings, based 
on the D Sda Experiences Scale, on the preva- 
lence of dissociative experiences in the general popu- 
lation. The text of the scale, which appeared as an 
appendix to the original article on its validity and re- 
liability (11), provides an operationalized definition of 
dissociative experiences. Such experiences include am- 
nesia, depersonalization, a sense of being more than 
one person, ability to block out pain, and auditory 
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hallucinations. Dissociative experiences are not neces- 
sarily pathological; like anxiety or depressive symp- 
toms, they become symptoms of a psychiatric disorder 
when they cause marked distress and mterfere with 
functioning. 


METHOD 
Procedure 


Sampling. The.study was conducted ir. Winnipeg, a 
city with a greater metropolitan area population of 
650,000 people. On the basis cf 1986 census data, a 
total of 233 neighborhoods were identified in the city. 
In accordance with standard sampling procedures rec- 
ommended by Statistics Canada, 88 neighborhoods 
were not included in the sampling. These were neigh- 
borhoods with less than 250 residents. While they rep- 
resented 38% of the neighborhoods, their population 
total was only 1.2% of the city population. 

The sampling procedure was a three-stage, stratified 
random sample. First a random cluster sample of 23 
neighborhoods, which represented the socioeconomic 
spectrum of the city, was drawn. The c-uster sample 
was used in order to save timé and money in the field 
work. After selection of neighborhoods, a random 
sample of households in each neighkorhood was 
drawn, by using a directory that listed al: addresses in 
the city. Households were drawn from ezch neighbor- 
hood in proportion to the.population of thé neighbor- 
hood. Finally, each household was rancamized with 
respect to the gender of the respondent. Respondents 
had to be 18 years of age or older. In addition, a ran- 
dom sample of 400 alternative addresses was drawn 
up to replace respondents :f necessary; this sample re- 
sulted in a replacement pool for each neighborhood 
equal to 25% of the households sampled in that neigh- 
borhood. Ethical approval for the study had been ob- 
tained from the Faculty Committee on the Use of Hu- 
man Subjects in Research, Faculty cf Medicine, 
University of Manitoba. 

Interviewing. When an individual at a given house- 
hold answered the door, that individual became the 
only eligible respondent in the householc if he or she 
was of the assigned gender and over 18 years of age. 
No substitution of another person of the same gender 
was allowed. If there was no person of the specified 
gender living in the household, then the respondent 


1547 


DISSOCIATIVE EXPERIENCES 


became the person who answered the door, as long as 
that person was 18 or older. If a person not of the 
assigned gender answered the door, but there were el- 
igible persons of the assigned gender living in the 
household, the person who answered the door was 
asked to choose a respondent from the pool of eligible 
respondents in the hozsehold. Only the first person so 


chosen was eligible to be the respondent for that 
household. 


Instrument 


The Dissociative Experiences Scale is a 28-item, self- 
report instrument for zhe measurement of dissociative 
experiences. It has a test-retest reliability of 0.84 and 
good split-half reliability and can discriminate subjects 
with multiple personality disorder from other diagnos- 
tic groups and norma! control subjects (11, 12). It is 
not a diagnostic instrument. The scale takes about 10 
minutes to complete. 

The scale was called the Dissociative Experiences 
Scale rather than the Dissociative Symptoms Scale in 
order to normalize the questions. The wording of the 
questions was chosen for the same reason. The scale 
provides an operationalized definition of dissociation. 
As for anxiety or depression, a given dissociative expe- 
rience becomes a symptom based on severity, degree of 
subjective distress that it causes, sociocultural context, 
duration, association with other symptoms, and degree 
of disruption to function. The scale does not measure 
all of these factors. 

The interview questionnaire gathered data on the 
age, sex, education, religion, income, and ethnic back- 
ground of the respondents. In addition, it inquired 
about the number of individuals under and over age 18 
in the household, the total household income, and the 
ethnic background and birthplace of the respondents’ 
parents. The demogrzphic questions were worded in 
the same way as in the Winnipeg Area Study, a general 
population survey conducted annually in Winnipeg 
since 1981 on a variety of topics (15). 


Data Analysis 


Items on the Dissaciative Experiences Scale were 
scored according to the instructions of Bernstein and 
Putnam (11). Demographic data were coded by using 
the code book of the Winnipeg Area Study with regard 
to religion, ethnic background, and income levels. Fur- 
ther information on the coding of responses is avail- 
able from the first author. 

A descriptive analysis was conducted. Overall re- 
sponse rates, number of addresses replaced, and rea- 
sons for replacement were tabulated. Frequency distri- 
butions of responses to each of the scale and 
demographic questions for the entire sample were de- 
rived, as were mean values and standard deviations. 

An analysis was then done to compare men and 
women on all variables; two-tailed t tests were used for 
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continuous data and chi-square tests for dichotomous 
data. 

An analysis of variance (ANOVA) was done on all 
variables, taking into account the effects of both age 
and sex. Cell means for men versus women were ana- 
lyzed by t tests for given age ranges whenever theze 
was a significant ANOVA. For this analysis age levels 
were 18—29, 30—39, 40—49, 50—59, 60—69, and 70 or 
older. In order to avoid type I errors, the Bonferroni 
procedure for multiple comparisons (16) was used in 
this analysis. Alpha was set at p<0.05, and the cor- 
rected significance level was p<0.0008. 

In addition, a regression coefficient for each Disso- 
ciative Experiences Scale item and overall score was 
calculated separately for men and women. The equel- 
ity of regression coefficients for men versus women 
was then tested for each scale item and for overall scale 
scores. Because there were no significant differences 
between men and women, data for these two groups 
were pooled and a reciprocal least squares regression 
was calculated for age on each scale item and overall 
scale score. 

Finally, a Pearson correlation matrix was con- 
structed for all variables in the study for men and 
women separately and for the entire sample. With the 
Bonferroni procedure, the significance level for these 
correlations was p<0.00009. 


Comparison of Sample to Census Data 


In order to determine whether the respondents were 
representative of the city of Winnipeg, the demo- 
graphic characteristics of the respondents were com- 
pared to 1986 census data and previous Winnipeg 
Area Study data (15). The current sample was com- 
pared to these previous data on age distribution and 
income distribution by using chi-square tests; when 
there was a significant finding, z scores were calculated 
separately for each age and income level in the samp-e. 
For calculation of z scores, the average values of the 
four Winnipeg Area Studies were used. 


RESULTS 


Sample 


The initial sample consisted of 1,600 households. 
Altogether, 289 addresses were replaced for the fol- 
lowirig reasons: household vacant (N=52), no contact 
after six visits (N=136), limited or no knowledge of 
English (N=49), and all other reasons (N=52). A total 
of -350 households were judged not eligible, but 51 
were not replaced for the following reasons: no further 
replacement addresses available in that neighborhood 
(N=17) and time constraints (N=44). The final sam- 
ple size was 1,539 households. 

Of the 1,539 households there were 1,055 com- 
pleted interviews (68.6%), 441 refusals (28.7%), and 
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TABLE 1. Ages of Respondents in the Present Random-Sample 
Study of Winnipeg, Four Previous Random Samples of Winnipeg, 
and 1986 Census Data 





Present Winni 

Study ` hee a 1986 Census 

(N=1,025) (N= 500546) (N=453,455) 

Age (years) N % (%) N % 
20-24° 79 77 10.3—12.4 60,310 13.3 
25-344 288 28.1 24.4-31.0 114,271 25.2 
35-44¢ 281 27.4 19.9-24.9 86,156 19.0 
45—54 124 12.1 10.8-16.0 58,949 13.0 
55—64! 93 9.1 8.0—12.6 58,496 12.9 
65—74 88 86 7.0-11.4 44,892 99 
75 or oder 72, Z0 5.7—6.4 30,381 6.7 


Significant overall differences between the present study and the 
Winnipeg Area Studies (x7=15.57, df=6, p<0.005) and the 1986 
census data (x*=79.76, df=6, p<0.00001). 

Winnipeg Area Study figures are the range of values from 1986 to 
1989. The number of respondents was 521-581 per year, for a 
total of 2,178 over the 4 years. 

“Significant differences between the present study and the Winnipeg 
Area Studies (z=2.98, p<0.01) and the 1986 census data (z=5.28, 
p<0.091). 

dsienificant difference between the present study and 1986 census 
data (z=2.13, p<0.05). 

“Significant difference between the present study and the Winnipeg 
Area Studies (z=3.21, p<0.01) and the 1986 census data (z=7.00, 
p<0.091). 

f Significant difference between the present study and 1986 census 
data (z=3.62, p<0.01). 


43 unresolved (addresses at which no one could be 
contacted) (2.8%). Of the refusals, 390 subjects re- 
fused at the door and 12 refused by phoning the re- 
search office or returning the initial letter; 39 were 
rated as refusals because they lived in locked apart- 
ment buildings and the household could not be con- 
tacted. A second letter asking the householder to con- 
tact the research office was mailed to each of these 39 
lockout apartment addresses, but none of the house- 
holds responded. 

Among the 1,055 respondents there were 609 
women (58.3%) and 435 men (41.7%); gender data 
were missing for 11 respondents. The difference in 
number of men and women, compared to an expecta- 
tion of 50% men and 50% women based on random 
sampling of gender, was significant (y*=29.0, df=1, 
p<0.0001). The mean+SD age of the women was 
44.4+17.5 years and of the men, 41.6+15.4 years (t= 
2.64, df=1029, p<0.008). The mean age for the entire 
sample was 43.2+16.7 years; the median age was 43 
years. 

Table 1 compares the age distribution of the re- 
spondents to 1986 census data for Winnipeg and four 
annual Winnipeg Area Studies from 1986 to 1989. The 
current sample differed significantly from 1986 census 
data. Comparing census data and the current sample at 
each age level, we found significant differences for 
20—24 years, 25—34 years, 35—44 years, and 55—64 
years but not for the other age levels. The current sam- 
ple differed significantly from the average values for 
the four previous Winnipeg Area Studies as well. Com- 
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paring Winnipeg Area Study data and the current sam- 
ple at each age level, we found siga_ficant differences 
for 20-24 years and 35—44 years but noz for the other 
age levels. 

The mean individual income for the women in 
the sample was $16,109.73+$13,C&5.65 and for the 
men, $28,806.88+$17,243.45 (t=12.57, df=900, p< 
0.00001). The mean individual inccme for the entire 
sample was $21,391.76+$16,200.62. The median in- 
dividual income range for the ertire sample was 
$18,000.00—-$19,999.00. 

There was no significant difference between the per- 
sonal income level of the respondemts in the present 
study and those in the four annual Winnipeg Area 
Studies (y7=7.65, df=3, n.s.). The mean household 
income for the women was $34,670.544$21,598.79 
and for the men, $41,561.68+$21,339.13 ‘t=4.75, df= 
895, p<0.00001). The mean household income for the 
entire sample was $37,576.80+$21,627.14. The me- 
dian range for household income was $34,000.00— 
$35,999.00. There was no significant difference be- 
tween the household income level oz our respondents 
and those in the four annual Winn peg Area Studies 
(x*=6.13, df=3, n.s.). 

Concerning the education of the respondents, 
11.7% (N=123) had junior high schoo_ education or 
less, 61.3% (N=643) had at least some high school or 
other nonuniversity education, and 27.0% (N=283) 
had at least some university education. Educational 
data were missing for six subjects. The mean number 
of years of schooling in tne sample was 12.8+3.6. In 
the Winnipeg Area Study, 9.7%—27.5% of the re- 
spondents had junior high school education or less, 
53.6%—69.3% had at least some hgh school or other 
nonuniversity courses, and 18.9%—34.07% had az least 
some university education. 

Altogether, 45.9% (N=474) of th respondents had 
worked full-time for the previous 12 -sconths, com- 
pared to 51.5% in the 1989 Winripeg Area Study. 
Concerning lifetime employment pat-erns, 74.6% (N= 
783) of our sample had worked primanily full-time, 
11.0% (N=115). primarily part-time, and 9.0% (N= 
94) a combination of full- and parttime; 4.9% (N= 
51) had never been in the labor force. Six: subjects gave 
a response of “other,” and data were missing for six 
subjects. 

Concerning the ethnic and religicus backgrounds of 
the respondents, 75.9% (N=797) were born in Can- 
ada, 12.4% (N=130) in Europe, im the United States, 
or the U.S.S.R., and the remaining 11.7% (N=123) 
elsewhere. Data on place of birth were missing for five 
subjects. For 38.7% (N=408) both parents were born 
outside Canada, for 11.6% (N=120) one was born in 
Canada, and for 49.8% (N=516) both parents were 
born in Canada. Data were missing for 11 subjects. 

The majority of the respondents were practicing 
Christians. Of the total sample, 76.1% (N=793) iden- 
tified themselves as belonging to a Christian church: 
27:6% (N=288) were Roman Catkolic, 13.0% (N= 
135) belonged to the United Churzn of Canada, and 
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TABLE 2. Dissociative Experiences Scale Scores by Age for Men 
and Women in a Random-Sample Study of Winnipeg (N=1,055) 





‘Men Women 
(M=435)? (N=609)* 
Age (years) Mear SD Mean SD 
18-29 15.2 12.7 15.6 12.1 
30-39 11.9 10.2 10.3 8.9 
4049 8.7 9.3 10.9 8.3 
S059 6.0 4.5 7.0 5.3 
6C-69 5.9 5i 10.9 14.0 
7€ or older 9.0 vel 6.8 6.5 


*Gender data were not reported for 11 subjects. 


9.6% (N=100) were Anglican. Of the total sample, 
0.4% (N=4) identified themselves as atheists, 0.9% 
(N=9) as agnostics, arid 11.3% (N=118) as having no 
religious preference or affiliation. Data on religion 
were missing for 13 subjects. Of the total, 29.2% (N= 
305) identified religion as very important to them at 
present, giving it a rating of 7 on a 7-point Likert-type 
scale; similarly, 26.4% (N=276) rated the importance 
of religion to them in their childhood as 7 on the 7- 
point scale. Data on this subject were missing for 11 
subjects. 


h 


Dissociative Experiences 


The mean score for the women on the Dissociative 
Experiences Scale was 10.8+10.1 and for the men it 
was 10.7+10.2 (t=0.20, df=1042, n.s.). The mean 
score for the entire sample was 10.8+10. 2; the median 
score was 7.0. Men and women differed on only two 
items on the scale (p<0.002 after: application of the 
Bonferroni correction}. These were item 9 (“Some people 
find that they have no memory for important events in 
their lives, for example, a wedding or graduation”) 
and item 21 (“Some people sometimes find that when 
they are alone they talk out loud to themselves”). 

Men scored higher than women on item 9 (11. 3+ 
20.2 versus 6.8415. 5; t=4.11, df=1042, p<0.00001). 
Women scored higher on item 21 (17. 5+23.4 versus 
11.8+19.0; t=4.19, df=1042, p<0.00001). 

There were no differences in mean Dissociative Ex- 
periences Scale scores between the sexes at each age 
level. The numbers of men and women at each age 
level were as follows: 18—29 years, 95 men and 127 
women; 30-39 years; 130 men and 177 women; 40— 
49 years, 103 men and 107 women;’50—59 years, 38 
men and 48 women; 60—69 years, 31 men and 68 
women; and 70 or greater, 34 men and 73 women. 
Because data on age were missing for 13 subjects and 
on gender for 11 subjects, age and gender were both 
evaluated for 1,031 subjects. 

Table 2 shows the mean scores on the Dissociative 
Experiences: Scale for both sexes at different ages. 
Mean scores declined significantly with age in both 
sexes (:p<0.0008 after application of the Bonferroni 
correction). Men 18—29 years old scored significantly 
higher than men 40-49, 50-59, and 60-69. Men 
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TABLE 3. Frequency Distribution of Dissociative Experiences 
Scale Scores in a Random-Sample Study of Winnipeg (N=1,055) 








Subjects Cumulative 

Score N % N % 

0 70 6.6 70 6.6 

1-5 334 37 404 38.3 

6-10 l 272. 25.8 676 64.1 
11-15 } 152 14.4 828 78.5 
16-20 | 92 8.7 920 87.2 
21-25 i 46 4.4 966 91.6 
26-30 36 3.4 1,002 95.0 
31-35 17 1.6 1,019 96.6 
36—40 15 1.4 1,034 98.0 
41-45 9 0.9 1,043 98.9 
46-50 4 0.4 1,047 99.3 
51 or greater 8 0.8 1,055 100.0 


18-29 and 30-39 scored significantly higher than 
women 30-39, 40-49, 50-59, 60—69, and 70 or older. 
Women 18—29 scored significantly higher than women 
of all other ages and significantly higher than men of 
all ages. All comparisons were significant at p<0.01. 

There were no significant differences between men 
and women in regression coefficients on any of the 28 
scale items or overall scale scores. The data were 
pooled, and a reciprocal least squares regression 
showed that overall scale scores declined significantly 
with age in a nonlinear fashion. 

There was considerable variation in the frequency 
distribution of responses to the individual scale items. 
For instance, 29.0% (N=306) of the sample indicated 
that they experienced item 2 (“Some people find that 
sometimes they are listening to someone talk and they 
suddenly realize that they did not hear part or all of 
what was said’’) more than 30% of the time, whereas 
only 1.2% (N=13) experienced item 11 (‘Some peo- 
ple have the experience of looking in a mirror and not 
recognizing themselves”) more than 30% of the time. 

Of note was the frequency distribution of responses 
to item 27 (“Some people sometimes find that they 
hear voices inside their head which tell them to do 
things or comment on things they are doing”). Of the 
sample, 26.0% (N=274) had heard voices at some 
time, 7.3% (N=77) had heard voices 25% of the time 
or more, and 5.0% (N=53) had heard voices more 
than 30% of the time. Subjects completing the Disso- 
ciative Experiences Scale are instructed that they are to 
endorse experiences that happen only while they are 
not under the influence of drugs or alcohol. 

Table 3 prese rts a frequency distribution of average 
scale scores in ; e sample. 

The results gfjthe Pearson correlations indicated that 
in the overall sample there was no significant correla- 
tion between scores and number of individuals under 
age 18 in the household, number of individuals over 
age 18 in the household, number of months the re- 
spondent had worked full-time and’ part-time in the 
previous year, years of schooling, importance of reli- 
gion in childhood or at present, or individual or house- 
hold income. 
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Age correlated significantly with scale score among 
women (r=—0.22, N=600, p<0.00001), among men 
(r=—0.26, N=431, p<0.00001), and in the overall 
sample (r=—0.23, N=1042, p<0.00001). All 28 scale 
items correlated with overall scale scores at p< 
0.000C1 among men and women and in the overall 
sample. 

Results of t tests showed that place of birth had a 
significant effect on scale scores. Persons born in Eu- 
rope, the U.S.S.R., or the United States scored lower 
than those born in Canada (t=3.85, df=2, p<0.0001) 
and elsewhere (t=4.66, df=2, p<0.00001). However, 
when these groups were analyzed by age, it was ap- 
parent that the lower scores among respondents born 
in Europe, the U.S.S.R., and the United States were due 
to the significantly larger number of older respondents 
in this group. 


DISCUSSION 


The data from this study provide the first informa- 
tion on dissociative experiences in the general popula- 
tion. Comparison of the demographic characteristics 
of the sample of 1,055 respondents to 1986 census 
data and previous random samples of the population 
indicates that our sample was representative of the city 
of Winnipeg in terms of education and personal and 
household income. There were significantly more 
women than men in the sample, but since men and 
women did not differ in average scale scores, the over- 
representation of women did not skew the findings. 

There were significant differences in age distribution 
between the current sample and both census data and 
previous random samples of the population. These dif- 
ferences were detected because of the large sample 
sizes and power of the statistics used. Although they 
might limit the generalizability of the findings to some 
degree, it is evident from table 1 that the sample was 
similar to the general population in age distribution. 
We do not think that these statistical differences are of 
major conceptual importance. 

Winnipeg is a midwestern Canadian city with a 
greater metropolitan area population of 650,000. Cau- 
tion is required in generalizing the findings to all other 
urban centers in North America. However, overall 
scores on the Dissociative Experiences Scale did not 
differ between men and women, nor was there a sig- 
nificant correlation between overall scale score and in- 
dividual or household income, education, number of 
indivicuals under 18 or over 18 years of age in the 
household, place of birth, or importance of religion to 
the respondent in childhood and at present. Therefore, 
it is likely that the norms for Winnipeg can be gener- 
alized to much of urban North America. 

The fact that all 28 scale items correlated with over- 
all scores at p<0.00001 indicates that the instrument 
is an internally coherent measure of a related group of 
experiences. The Dissociative Experiences Scale has 
demonstrated validity and reliability (11, 12), and the 
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observation that group median scores on the scale dif- 
ferentiate subjects with a number of psychiatric disor- 
ders from each other and from normal centrol subjects 
has been replicated (12). High scale scores are sugges- 
tive but not diagnostic of a dissociative disorder. The 
information derived from the Dissociative Experiences 
Scale appears to be valid and meaningful. The design 
of the study and the phrasing of scale items make it 
unlikely that observer bias or demand ciaracteristics 
had any significant effect on responses. 

Several observations can be made. In cur study, dis- 
sociative experiences were equally common in men 
and women at all age levels from 18 years onward. 
Men and women differed on only two items on the 
scale. Women may talk out loud to themselves more 
than men because they spend more time alone at nome 
in our culture. Men may forget important events such 
as anniversaries because of cultural reasons in North 
America and because of sex role stereotyping. At any 
rate, the differences between men and women on these 
two items did not seem crucial to us or of obvious 
conceptual importance. 

Spontaneous dissociative experiences decline with 
age in the general population and appear to level off in 
the fourth decade. A previous nonrandom sample of 
168 normal adolescents showed that scores on the Dis- 
sociative Experiences Scale declined significantly from 
age 12 to age 14 (17). In that study 12-yezr-olds had a 
median score of 20.2 and 14-year-olds a median score 
of 14.9. 

In assessing the Dissociative Experiences Scale score 
of an individual, it is important to take age norms into 
account, including the smaller standard deviations in 
older persons. It appears that dissociative experiences 
in the general population decline with age on a curve 
roughly similar to the decline in hypnotizability (18— 
21). The relationship between dissociaticn and hypno- 
tizability is discussed extensively in the literature on 
dissociative disorders (4, 5, 22). Dissociative experi- 
ences may be the spontaneous trait expressions of a 
state referred to as hypnotizability, or hypnotizability 
and dissociativeness might be thought of as closely 
linked to each other. Our data suggest that the two 
phenomena covary in the general population. 

The degree of spontaneous dissociation in the gen- 
eral population is independent of all major socioeco- 
nomic factors other than age, including income, edu- 
cation, employment status, household size, importance 
of religion, and place of birth. This suzgests that at 
least a component of spontaneous dissociation in the 
general population is due to endogenous factors rather 
than psychosocial experience. Any psychosocial fac- 
tors stimulating dissociation appear to 2e distributed 
throughout the general population independently of 
the socioeconomic factors measured in this study. 

The psychosocial factor most clearly associated with 
multiple personality disorder, the most complex disso- 
ciative disorder, is severe, chronic child azuse (4, 5, 23, 
24). If Dissociative Experiences Scale scores are sensi- 
tive to the distribution or child abuse in the general 
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population, one can infer from the data that sexual 
and physical abuse of children affects all socioeco- 
nomic strata equally. This possibility, which has not 
been addressed by the present data, will be investigated 
in the second phase of the study, in which the respond- 
ents will be interviewed with the Dissociative Disor- 
ders Interview Schedule (14) by interviewers blind to 
their responses to the first interview. 

The Dissociative Disorders Interview Schedule 
makes a detailed inquiry about child abuse and a range 
of dissociative symptoms and makes DSM-III-R diag- 
noses of somatization disorder, major depressive epi- 
sode, borderline personality disorder, and all of the 
dissociative disorders (5, 9, 14, 25). 

The findings cf this study indicate that dissociative 
experiences are common in the general population: 
5.0% of the general population scored above 30 on the 
Dissociative Experiences Scale, 8.4% above 25, and 
12.8% above 2(C, Scores above 20 are indicative of a 
substantial number of dissociative experiences in an 
individual’s life. The question arises, When are disso- 
ciative experiences pathological? Dissociative Experi- 
ences Scale scores by themselves cannot answer this 
question. A definitive study would require coadminis- 
tration of the Dissociative Experiences Scale and a di- 
agnostic interview, such as the Dissociative Disorders 
Interview Schedule (14) or the Structured Clinical In- 
terview for DSM-III-R Dissociative Disorders (26), to 
a random sample of the general population. 

In clinical studies scores above 30 on the Dissocia- 
tive Experiences Scale are associated with a high like- 
lihood of posttraumatic stress disorder or multiple per- 
sonality disorder (11, 12, 25). In a sample of 82 
patients with multip_-e personality disorder, for in- 
stance, the mean Dissociative Experiences Scale score 
was 41.4+20.0 ‘range=1.3-83.6) (27). 

Findings from clinical studies using the Dissociative 
Experiences Scale, ccmbined with the present data, 
lead to a tentative prediction that the dissociative dis- 
orders, including multiple personality disorder, may be 
relatively common, with a prevalence that may be in 
the range of 5%—10% of the general population. If this 
prediction is borne ouat, it will be clear that a major 
form of psychopathology in North America has been 
almost entirely missed by most mental health profes- 
sionals. Since dissociative experiences are common in 
the general populaticn, we suspect that dissociative 
symptoms may occur in a wide range of psychiatric 
disorders, just as anxiety and depression can be com- 
ponents of many different diagnostic entities. 
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Should Psychiatrists Administer Anesthesia for ECT? 


Theodore Pearlman, M.D., Margaret Loper, R.N., and Luiza Tillery, R.N. 


Whether psychiatrists are qualified to give anesthe- 
sia for ECT is controversial. At the authors’ hospital, 
over a 9-year period ECT resulted in no mortality and 
minimal morbidity; in 98.8% of the treatments, anes- 
thesia was given by psychiatrists. The average nursing 
time required for cases in which anesthesiologists ad- 
ministered anesthetic was longer than that for psychi- 
atrists’ cases. This difference may be related to succi- 
nylcholine dose and efficacy of ECT. The authors’ 
surveys indicated that psychiatrists and anesthesiolo- 
gists have differing opinions on whether psychiatrists 
should administer anesthesia for ECT and that few 
psychiatry residency programs which teach ECT pro- 
vide training in anesthesia. 

(Am J Psychiatry 1990; 147:1553-—1556) 


Now who will stand on either hand 
And keep the bridge with me? 


—T.B. Macaulay, “Horatius” 


he question of whether or not psychiatrists should 

administer anesthesia for ECT or routinely use 
anesthesiologists is being hotly debated in the Houston 
area. The 1978 APA task force report on ECT (1), 
while providing detailed data on education, training, 
techniques of administration, research, social implica- 
tions, legal issues, and ethical aspects of ECT, carefully 
avoided the issue of who exactly should administer the 
anesthesia. The newest APA task force report on ECT 
(2) emphasizes the therapeutic value and safety of the 
treatment but also steers away from the controversy. 
In 1979 Fink (3) expressed uncertainty about whether 
an anesthesiologist or a psychiatrist is the most appro- 
priate physician to deliver the anesthesia. Subse- 
quently, he asserted that anesthesiologists are of con- 
siderable help and may be required for complex cases 
(4). He supported the role of psychiatrists in giving 
anesthesia for ECT if medical boards, regulatory agen- 
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cies, and certifying boards endorse their training and 
skills. In a survey of ECT in Great Brite.a (5), it was 
found that 22% of the treatment facilitizs responding 
always used an anesthesiologist, 43% _ntermittently 
used specialist services, and 25% used general practi- 
tioners. In South Africa the use of anesthesia and ECT 
requires the presence of two licensed phy: :cians, one to 
administer anesthesia, the other to provide the electro- 
therapy. A paper from the Roval Adelæde Hospital, 
Australia (6), addressed the question of whether a sin- 
gle operator giving both anestkesia and ECT can de- 
vote full attention to patient care. 

Memorial Southwest Hospital in Houston provides 
comprehensive medical and surgical care and includes 
a 68-bed accredited psychiatric urit. ECT has been 
available at the hospital for 40 years. Until recently, 
psychiatrists on the staff who were credentialed to ad- 
minister anesthesia for ECT on the basis of knowledge, 
training, and experience were free to either give their 
own anesthesia or use the services of an znesthesiolo- 
gist. On Sept. 1, 1989, the hospital mandated that all 
anesthesia for ECT be provided by the czpartment of 
anesthesiology. The hospital permitted psychiatrists 
currently administering courses of anesthesia and ECT 
to complete these treatments before Tully mplementing 
the new ruling. 

Apart from adding substantially to the cost of ECT 
by mandating use of anesthesiologists, de1ying psychi- 
atrists this privilege adds to the already restrictive dif- 
ficulties of rendering ECT. Negative lay and legal at- 
titudes toward ECT are exemplified by movies such as 
“One Flew Over the Cuckoo’s Nest” (7° and Califor- 
nia Assembly Bill 1032, which describe: ECT as ex- 
perimental, like psychosurgery, in spite of numerous 
studies, some controlled, finding ECT superior to 
chemotherapy in the treatment of depression (8). Tech- 
nical progress, such as the use of EEG-monitored sei- 
zures, has been overshadowed by cumbe-some legisla- 
tive and political restrictions (9). 


METHOD 


To determine whether or not there are valid scien- 
tific reasons for anesthesiologists to exclusively pro- 
vide anesthesia for ECT, we reviewed all ECT given at 
Memorial Southwest Hospital from Jan. 1, 1981, until 
Oct. 31, 1989. We looked at number 5f treatments 
given, number of courses of treatment, :verage num- 
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TABLE 1. Number of ECTs Performed in a Houston Hospital From 
1981 to 1989 


ECTs 

Treatments 
Year Total Inpatients Outpatients Courses per Course 
1981 1,159 862 297 121 9.58 
1982 1,212 1,035 177 113 10.73 
1983 963 748 215 111 8.68 
1984 998 813 185 118 8.46 
1985 943 734 209 111 8.50 
1986 828 632 196 84 9.86 
1987 736 516 220 82 8.98 
1988 699 527 172 76 9.20 
19897 623 453 170 68 9.16 
Total 8,161 6,320 1,84] 884 9.23 


*January 1 to October 31. 


ber of treatments per course, morbidity and mortality 
rates, and number of treatments for which anesthesia 
was given by psychiatrists and by anesthesiologists. 
We determined the total amount of time allocated by 
the director of nursing services for nursing assistance 
with ECT and compared the time required when an- 
esthesia was administered by psychiatrists to the time 
required when anesthesia was given by anesthesiologists. 

We also surveyed random samples of 100 psychia- 
trists and 100 anesthesiologists with practices in Har- 
ris County before and after providing them with our 
review data on morbidity and mortality. We asked 
whether or not psychiatrists with adequate training 
were qualified to administer anesthesia for ECT. Since 
an increasing number of psychiatric units operate as 
free-standing psychiatric hospitals unattached to med- 
ical and surgical hospitals, we asked anesthesiologists 
whether they would be willing to provide anesthesia 
for ECT at free-standing psychiatric facilities. 

We asked the medical directors of 100 training pro- 
grams for adult psychiatry whether ECT and anesthe- 
sia for ECT were taught at their facilities. Finally, we 
solicited information from psychiatrists practicing at 
Memorial Southwest Hospital who used ECT during 
the period of this study about their education and 
training in ECT. 


RESULTS 
Hospital Experience 


In table 1, we show a total of 8,161 ECT treatments 
given from the beginning of 1981 until the end of Oc- 
tober 1989 to inpatients and outpatients, number of 
courses of treatment, and average number of treat- 
ments per course. For 8,061 treatments anesthesia was 
administered by psychiatrists, and for 90 treatments it 
was given by anesthesiologists. In 10-cases anesthesia 
was administered by psychiatrists with supervision by 
anesthesiologists, and for the purposes of our study we 
have not assigned these cases to either psychiatrists or 
anesthesiologists. Regardless of whether anesthesia 
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was administered by psychiatrists or anesthesiologists, 
there were no fatalities, no fractures, no aspiration 
pneumonias, and no post-ECT atelectases. Indeed, 
since 1973, 17,500 ECT treatments have been done at 
the hospital and there have been no fatalities. During 
three treatments in which anesthesia was administered 
by psychiatrists, individuals with poor dental condi- 
tion suffered broken teeth; in another case, the patient 
vomited under anesthesia, but suction effectively pre- 
vented aspiration. Surprisingly, in three cases involving 
anesthesiologists, bradycardia (pulse below 42 beats/ 
min) occurred in patients not given pre-ECT atropine 
or glycopyrrolate. 

We randomly selected two calendar months during 
1989 when all anesthesia for ECT was administered 
either by psychiatrists or by anesthesiologists and de- 
termined the average nurse assistance time required 
per case. For May 1989, when all anesthesia for ECT 
was given by psychiatrists, the average nurse assistance 
time per case was 37.9 minutes. For October 1989, 
following the mandatory implementation of the rew 
ruling that all anesthesia for ECT must be adminis- 
tered by anesthesiologists, the average nursing time per 
case was 55.3 minutes. 


Surveys 


Of the 100 psychiatrists to whom we sent the initial 
survey, 61 responded. Of these, 38 (62%) believed that 
adequately trained psychiatrists should be permitted to 
administer anesthesia for ECT for medically stable pa- 
tients. Twenty-three (38%) considered psychiatrists 
unqualified to administer anesthesia for ECT. Signifi- 
cantly, of this number, 15 (65%) did not utilize ECT in 
their practices. The subsequent survey, after the mor- 
bidity/mortality findings were provided to the same 
randomly selected 100 psychiatrists, yielded only 31 
responses. Of these 31 respondents, 25 (81%) con- 
cluded that psychiatrists should be permitted to ad- 
minister anesthesia for ECT; 19% (N=6) adhered to 
the opinion that psychiatrists should not administer 
ECT anesthesia. 

Of the 100 randomly selected anesthesiologists, 41 
responded to the first survey, before our morbidity/ 
mortality results were made available to them. Of 
these, 37 (90%) believed that psychiatrists should 20t 
administer anesthesia for ECT. When the same ran- 
domly selected anesthesiologists were given the resu_ts 
of our morbidity and mortality findings, involving over 
8,000 cases in which anesthesia was given by psychi- 
atrists, they failed to change their opinions. Of the 40 
anesthesiologists who responded to the second survey, 
36 (90%) opined that psychiatrists are not competent 
to administer anesthesia for ECT. In response to the 
question about whether the anesthesiologists were 
willing to provide anesthesia for ECT at free-standing 
psychiatric facilities, 21 (53%) replied that they would 
not do so and 19 (48%) stated they would be willing. 

In response to our inquiry about whether psychia- 
trists and anesthesiologists thought it was safe for 
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a single operator to administer both the anesthesia 
and the ECT, 25 (81%) of 31 responding psychiatrists 
thought a single operator could safely provide both 
treatments, but 34 (85%) of 40 anesthesiologists 
thought it was unsafe. 

Of the 100 randomly selected adult psychiatry resi- 
dency training programs to which we sent surveys, 88 
responded. Of these 88 programs, 72 (82%) teach 
ECT and 16 (18%) do not. Of the 72 programs that 
provide training in ECT, only six (8%) also train their 
residents in the administration of anesthesia for ECT. 

Of 12 psychiatrists at Memorial Southwest Hospital 
who administered ECT during the time of this study, 
all had received training in anesthesia for ECT during 
their residencies. 


DISCUSSION 


A finding of no mortality and very little morbidity 
from more than 8,000 ECT treatments, in 98.8% of 
which anesthesia was administered by psychiatrists, 
underscores the safety of ECT anesthesia in the hands 
of trained psychiatrists. These findings replicate the 
data in four large studies over the past 18 years, in 
which no deaths resulted from modified ECT (10). The 
negative attitude of surveyed anesthesiologists toward 
psychiatrists administering anesthesia for ECT is not 
justified by our data and appears related more to pro- 
fessional competition than to clinical validation. Five 
decades ago, when ECT was given without anesthetic 
drugs, the mortality rate was a mere 0.06% (11). Nev- 
ertheless, isolated deaths during ECT with anesthesia 
have been reported (12). The mortality rate for de- 
pressed patients is higher than the age-corrected rate 
for the general population, even when deaths from sui- 
cide are excluded (13). Depressed patients given ECT 
have a mortality rate similar to the age-corrected rate 
for the general population (13). 

Clinical psychiatry has a history of using uncon- 
sciousness-inducing modalities to treat mental illness. 
Twenty years before the advent of neuroleptic drugs, 
insulin coma therapy ameliorated acute exacerbations 
of schizophrenia (14). Psychiatrists using this treat- 
ment were trained in the total care of the unconscious 
patient, including maintenance of a patent airway, pre- 
cautions against aspiration, and monitoring of neuro- 
logical vital signs. The introduction of ECT in 1938 
added a new dimension to psychiatric expertise in 
managing the unconscious patient (15, 16). The induc- 
tion of an unmodified seizure in itself anesthetized the 
patient, necessitating ventilatory and other resusci- 
tative care. Whereas anesthesiologists currently criti- 
cize administration of anesthesia by psychiatrists, in 
those days there were no dissenting voices clamoring 
for recraction of psychiatrists’ anesthesia privileges. 
Ironically, the introduction of succinylcholine into 
ECT in 1951 preceded its use in general anesthesia 
(17). Of the numerous articles on anesthesia and ECT, 
few heve been written by practicing anesthesiologists. 
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While it is unquestionably desirable or necessary to 
use an anesthesiologist in ECT for elderly or medically 
unstable patients, differences in ECT anesthesia tech- 
nique between psychiatrists and anesthesiologists may 
have important and thus far insufficiently recognized 
influences on the efficacy of ECT. In our study, differ- 
ences in allocated nursing assistance time between the 
two groups may reflect differences in the average doses 
of anesthetic drugs used. In the experience of one of us 
(T.P.), who has sometimes administered anesthesia for 
ECT himself and sometimes used anesthesiologists, 
anesthesiologists use similar doses of sleep-inducing 
agents but higher doses of succinylcholine, resulting in 
a longer post-ECT recovery time. 

How ECT works and relieves depression and cata- 
tonic schizophrenia is unknown. A generalized seizure 
is thought to be necessary for an effective response 
(18). Clinical experience suggests that a subconvulsive 
stimulus may be positively harmful (19). Duration of 
generalized seizure activity, measured koth clinically 
and with EEG monitoring, has been demonstrated to 
be a therapeutic factor in ECT (20, 21). Shorter sei- 
zures, aS may occur in patients given diazepam before 
ECT, have less antidepressive effect (22—25). The dose 
of succinylcholine has been found to be inversely re- 
lated to seizure duration (20). Howeve-, claims that 
there is a positive correlation between seizure duration 
and ECT efficacy have been disputed by Daniel (26), 
who observed that no study to date has proven such a 
finding without confounding the results with number 
of treatments given. Nevertheless, the relationship be- 
tween anesthesia and efficacy of ECT remains an im- 
portant issue and warrants further controlled research. 
The greater the antidepressive effect of an electrically 
induced seizure, the fewer ECT treatments are indi- 
cated, thus minimizing the cumulative impact of side 
effects. 

Differences between the psychiatrists and anesthesi- 
ologists we surveyed in their opinions concerning the 
safety of a single operatoz’s administerizg both anes- 
thesia and ECT were substantial: 81% =f the psychi- 
atrists considered it safe, and 82% of the anesthesiol- 
ogists held the opposite view. We believe that just as 
angioplasty operators use two cardiologists to provide 
“extra hands,” the use cf two psychiatrists, one to 
administer anesthesia and one to administer ECT, 
maximizes patient safety and efficacy of treatment. 

We are concerned that 18% of the psychiatric resi- 
dency programs surveyed do not teach ECT and that, 
of those which provide training in ECT, tew teach the 
administration of anesthesia with the pracedure. Such 
policy, in our opinion, reinforces “demedicalizing” at- 
titudes toward psychiatrists by the rest of the medical 
profession. Psychiatrists are being reduced to mere as- 
sistants to anesthesiologists (27). Cur study provided 
no facts to justify the view that only anesthesiologists 
are sufficiently competent to administer znesthesia for 
ECT. It seems significant to us that the current demed- 
icalizing attitudes toward psychiatry are the reason 
why psychiatrists and not gastroenterolceists, cardiol- 
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ogists, or dentists are being singled out as unqualified 
to administer anesthesia in our field. A medically 
trained psychiatrist should be as competent to deal 
with the remote possibility of cardiac arrest during 
ECT as a family practitioner, who might have to ren- 
der emergency treatment to a patient who develops 
acute vagal inhibition while having an ear syringed—a 
possible but extremely unlikely complication. 

For assurance that psychiatrists are competent to 
administer anesthesia for ECT, the credentialing for 
these privileges needs to be rigidly conducted. Evidence 
of knowledge and of experience during properly su- 
pervised training in the administration of anesthesia 
for ECT needs to be provided. Each applicant for ECT 
anesthesia privileges needs to provide proof of a cur- 
rent advanced cardiac life support certificate. In each 
hospital there needs to be collaboration between the 
department of psychiatry and the department of anes- 
thesiology so as to assure that unified standards of 
anesthesia for ECT are upheld by all appropriately cre- 
dentialed physicians. 

The bridge between medicine and psychiatry pains- 
takingly developed ty nineteenth-century psychia- 
trists, such as Benjamin Rush and Isaac Ray in the 
United States (28), Kraepelin in Europe (29), and May- 
er-Gross in Britain (30), is being undermined by neg- 
ative attitudes toward our medical identity, as exem- 
plified in this study by the views of anesthesiologists 
and division in our own ranks concerning the use of 
ECT. Our profession must recognize that comprehen- 
sive training and experience in all somatic diagnostic 
tests and treatments alleviating mental illness, in addi- 
tion to therapeutic alliances and psychotherapeutic 
skills, are fundamental to the survival of psychiatry as 
a medical discipline separate from psychology, sociol- 
ogy, and philosophy. Strengthening our medical iden- 
tity will, we hope, reverse the trend of nonacceptance 
of psychiatrists as anesthetists, thus permitting cost- 
effective quality ECT to be practiced. 
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Psychiatry Takes to the Streets: The New York City 
Initiative for the Homeless Mentally Ill 


Luis R. Marcos, M.D., Neal L. Cohen, M.D., 
David Nardacci, M.D., and Joan Brittain, Ph.D. 


The authors describe New York City’s program to 
remove seriously mentally ill homeless people from the 
streets to a public hospital. They report on the 298 
patients hospitalized during the first year of this pro- 
gram. Most of the patients were male (66%), single 
(77%), and from outside of New York City (79%) and 
claimed a history of previous psychiatric hospitaliza- 
tion (92%) and that they had been homeless for more 
than 1 year (66%). Most of the patients suffered from 
schizophrenia (80%) and had additional medical diag- 
noses (73%). Follow-up contact with the patients 2 
years after initiation of the program revealed that 55% 
of the patients either were living in a community set- 
ting or were under institutional care. 

(Am J Psychiatry 1990; 147:1557-1561) 


ne of the most frequently and vehemently de- 
bated side effects of more than three decades of 
deinstitutionalization policies is the upsurge in the 
numbers of chronically mentally ill individuals who 
are homeless in our city streets (1-8). Although the 
exact relationship between deinstitutionalization and 
the increase in homeless mentally ill individuals con- 
tinues to be a subject of controversy (9—11), it is now 
apparent that a substantial proportion of the homeless 
mentally ill are men and women who before deinstitu- 
tionalization would have been residents of state mental 
hospitals (12—14). 
In recent years, in response to pressure from the 
media, advocacy groups, and mental health profes- 
sionals, new reparative programs are emerging to 
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reach the many deinstitutionalized and never-institu- 
tionalized seriously mentally ill individuals who re- 
main untreated in our urban communitiss (15—22). At 
the same time, public outrage about the inhumane 
quality of life for the seriously mertally ill who refuse 
care has brought renewed pressure to relex the laws on 
involuntary psychiatric treatment (23-25), In the pro- 
cess, the emergency rooms of readily available public 
general hospitals have become the place of first resort 
for seriously mentally ill indigent patiexts, as well as 
convenient settings for policy makers attempting to 
provide shelter and treatment for this population (26— 
30). 

On October 28, 1987, the mayor of New York City 
instituted an unprecedented program to address the 
health care needs of homeless individuals living on the 
street who were severely mentally ill but who consis- 
tently resisted support and treatment (31). The new 
program required the removal from the streets to a 
public hospital of mentally ill homeless individuals 
who were neglecting their essential needs for food, 
clothing, shelter, and mecical care and who, by reason 
of their mental illness, were at risk of physical harm 
within the reasonably foreseeable future (32). Since its 
announcement, the New York City program has re- 
ceived extraordinary local and national attention, and 
many urban centers, similarly affected by the over- 
whelming problems of caring for the homeless men- 
tally ill, have closely monitored the program’s devel- 
opment (33—39). 

The purpose of this paper is to describe the New York 
City program, present data on the demographic and clin- 
ical characteristics of the patients hospitalized during the 
first year of the program, and report on the location of 
these patients 2 years after its implementation. Although 
the existing literature on the homeless mentally ill is ex- 
tensive, there have been few studies of specific treatment 
strategies directed toward this population. 


PROGRAM DESCRIPTION 


The evaluation of homeless mentally ill individuals 
in the streets is the responsibility of the Homeless 
Emergency Liaison Project (Project HELP). This mo- 
bile unit is staffed by psychiatrists, nurses, and social 
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workers. The psychiatrists are empowered to order the 
police to transport persons who meet the program’s 
criteria (i.e., mental iliness, need of hospital care, and 
risk of physical harm within the reasonably foreseeable 
future due to neglect of essential needs) involuntarily 
to Bellevue Hospitals emergency room for further 
evaluation and, if indicated, hospitalization. Project 
HELP responds to referrals from the police, concerned 
citizens, social agencies, and psychosocial outreach 
teams through a publicized telephone help line. During 
the time of this study, Project HELP’s service area in- 
cluded the entire borcugh of Manhattan, where the 
great majority of the homeless live. 

After the patients are evaluated in Bellevue Hospi- 
tal’s emergency room, if indicated, they are admitted 
to a specialized 28-bed, short-term intensive care psy- 
chiatric unit. The unit has enhanced psychiatric and 
medical staff recruited specifically for the program. 
Once the specialized unit is at capacity, additional 
Project HELP patients are sent to other psychiatric 
units of the hospital. Legal representation is available 
to these patients in accordance with the state’s mental 
hygiene law. Each patient is examined by a psychiatrist 
on the street, another psychiatrist in the emergency 
room, and a third psychiatrist within 48 hours of ad- 
mission to the inpatient unit. The three psychiatrists 
have to concur independently as to the need for in- 
voluntary hospitalization in order for the patient to 
remain in the hospital against his or her will. 

Another program cemponent is a 70-bed inpatient 
unit at Creedmoor Psychiatric Center, a long-term- 
care state facility located in the borough of Queens. 
This service is for patients who are deemed in need of 
extended institutional psychiatric care after hospital- 
ization at Bellevue Hospital. Also, the city established 
a 30-bed rehabilitation transitional living program, 
staffed by Bellevue Hospital clinicians, at a municipal 
shelter for men. This setting serves as a temporary dis- 
charge alternative for improved patients for whom no 
other community setting is readily available. In addi- 
tion to these program-specific aftercare resources, pa- 
tients also have access to existing community resi- 
dences, adult homes, health-related facilities, and 
ambulatory aftercare supports. 

Other elements of the program consist of the various 
means used to monitor these patients and the services 
provided to them, such as a computerized tracking sys- 
tem. In addition, regular interagency meetings are held 
to share clinical information, to resolve problems, and 
to monitor services. Finally, a small case management 
program is in place both at Bellevue Hospital and at 
Creedmoor Psychiatric Center to facilitate patients’ 
linkages to aftercare resources. 


PATIENT CHARACTERISTICS AND SERVICES 
We examined the records of the 298 mentally ill 


homeless individuals who, after evaluation by Project 
HELP in the streets, were brought to Bellevue Hospital 
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from October 28, 1987, through October 27, 1988, 
the first year of the implementation of the new pro- 
gram. Demographic data, psychiatric histories, and 
data on duration of homelessness were obtained from 
the patients’ clinical records. Psychiatric diagnoses and 
additional medical diagnoses (ICD-9) were extracted 
from medical records at Bellevue Hospital. Most of the 
patients (N=196 [65.8%]) were men, and 143 (48.0%) 
were white. Most were either single (N=228 [76.5 %]) 
or separated.or divorced (N=50 [16.8%]). Regardless 
of their marital status, 54 (18.1%) claimed to have 
children of their own. Their ages ranged from 16 to 80 
years (mean=43, median=40). For the 178 patienzs 
who provided information regarding their education, 
the average level of schooling completed was the 11th 
grade. Of those providing such information (N=281), 
a large number (N=223 [79.4%]) gave a location 
other than New York City, including foreign countries 
(N=58 [20.6%]), as their birthplaces. Of the 265 pa- 
tients who provided such information, 244 (92.1%) 
had histories of at least one previous psychiatric hos- 
pitalization, and 192 (65.8%) of the 292 patients who 
provided such information had been homeless for 
more than 1 year; 98 (33.6%) of the 292 patients said 
that they had been homeless for more than 5 years. 

Of the 297 patients for whom diagnoses were avail- 
able, 238 (80.1%) were given an ICD-9 primary diag- 
nosis of schizophrenia, 23 (7.7%) affective disorders; 
16 (5.4%) organic brain disorders, and 20 (6.7%) 
other psychiatric disorders. Two hundred seventeen 
(73.1%) of the patients suffered from at least one med- 
ical condition in addition to a primary psychiatric di- 
agnosis. The most common physical conditions, su=- 
fered by at least 20% of the patients, included 
peripheral vascular disorders, anemias, infestations, 
and diseases of the respiratory system, particularly tu- 
berculosis.. In addition, 103 (34.7%) of the patients 
had a secondary diagnosis of substance abuse. 

The 298 individual patients accounted for 340 emer- 
gency room visits at Bellevue Hospital. This is because 
37 patients were evaluated more than once in the 
emergency room, and some of them were rehospita]- 
ized during the 1-year study period. 

In 286 (84.1%) of the 340 cases, the patients were 
transported to the hospital involuntarily; 328 (96.5%) 
resulted in hospitalization (315 [96.0%] of these were 
involuntary). A number of hospitalizations, medical 
treatments, and transfers to state psychiatric centers 
for extended care were challenged subsequently by the 
patients in 131 court hearings. In the majority of these 
hearings (N=114 [87.0%]), the court upheld the hos- 
pital psychiatrists’ recommendations. The patients’ av- 
erage length of stay at Bellevue Hospital was 61.3 days 
(range=2 to 228 days). 


DISCHARGE DISPOSITIONS AND FOLLOW-UP 


Discharge dispositions for the 340 visits to Bellevue 
Hospital were obtained from clinical records. Half af 
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TABLE 1. Follow-Up Contact Location of 298 Homeless Subjects 
Involved in a Program to Help the Homeless Mentally III 


Locaticn Number Percent 
State psychiatric center 73 24.5 
Community residence? 62 20.8 
Transitional shelter program 9 3.0 
Nursing home or health facility 6 2.0 
Bellevue inpatient ward 1 0.3 
With relatives or alone 12 4.0 
On the street? 23 7.7 
Deceased 2 0.7 
Unverified! 33 iid 
Unknown TE 25.8 


“Includes adult homes and supervised single-room occupancy hotels. 
The subjects were known to be on the street and were being mon- 
itored by Project HELP. 

“No confirmation was possible by telephone (as of Oct. 31, 1989) 
that these subjects were still at their last known placements. 


the patients were transferred to a state psychiatric cen- 
ter for extended care. This proportion is substantially 
higher than the 8% rate of transfer to state facilities for 
the adult psychiatric inpatient population in New 
York City public hospitals during the same time period 
(New York City Health and Hospitals Corporation, 
Office of Mental Hygiene Services, 1988). Other dis- 
positions include discharge to the care of relatives or 
self (N=65 [19.1%]), to community residences with 
different levels of support (N=58 [17.1%]), to the 
transitional shelter program (N=21 [6.2%]), and to 
nursing homes and other health care facilities (N=13 
[3.8%]). In 12 (3.5%) of the cases, patients left the 
hospital without consent. 

Follow-up information was obtained by means of 
telephone calls made to patients or their aftercare 
placement agencies at 3-month intervals. The last fol- 
low-up calls were made during October 1989, 2 years 
after initiation of the program. The locations of the 
patients at this time are presented in table 1. Sixty- 
three percent of the 298 patients were contacted in 
person or their location was confirmed through their 
aftercare setting. At the time of the follow-up contact, 
80 patients were hospitalized in either a psychiatric 
facility or a health-related facility. Eighty-three pa- 
tients were living in the community in settings such as 
residences, adult homes, single-room occupancy ho- 
tels, the transitional shelter program, with relatives, or 
by themselves. Two patients were known to be dead, 
and 100 patients were either back on the streets or 
their location was unknown. Most of the 33 remaining 
patients with unverified locations were living out of 
New York State. 


COMMENTS 


We can draw only tentative conclusions from these 
data regarding the benefits patients derived from the 
interventions of New York City’s program. There are 
several reasons for this. First, the clinical as well as the 
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historical data available for these patients were re- 
trieved from records and were limited :n scope. Sec- 
ond, the follow-up contacts with patients or their af- 
tercare agencies were brief and did not include any 
formal evaluative component. Third, taere was no 
comparison group. Finally, the long-term effects of this 
program would undoubtedly be affected by the fact 
that this was a model program that recerved inordinate 
public attention and enjcyed an extrao-dinary invest- 
ment of enthusiasm and resources. 

We can hypothesize, however, that had the program 
not been implemented, many of these seriously men- 
tally ill homeless patients would have remained in the 
streets and perhaps suffered progressive physical and 
psychiatric deterioration. That about 28% of the pa- 
tients were living in the community and 27% were 
receiving institutional care 2 years afte: the interven- 
tion suggests a limited but positive impact of the pro- 
gram on the target popu:ation. Although comparison 
is difficult because of differences in samples and meth- 
ods, this outcome appears to approximate the results 
of other recent pilot studies on posthospital aftercare 
of the homeless mentally ill (49, 41). 

Given the known difficulties for the mental health 
care delivery system in monitoring the seriously and 
persistently mentally ill, it is noteworzhy that some 
form of contact was made at 3-month intervals with 
63% of this group of patients for up to 2 years fol- 
lowing their initial inpatient care episcde. In this re- 
gard, our experience with the program supports the 
importance of patient tracking systems, case manage- 
ment, and interagency clinical as well as administrative 
coordination and linkages to enhance continuity of 
care through continuity of information ror this popu- 
lation (42, 43). 

Our findings suggest that the provision of needed 
care to the multiply disabled homeless mentally ill 
should include aggressive outreach interventions and, 
if necessary, involuntary hospitalization. Predictably, 
treatment programs such as New York ‘City’s raise the 
perennial dilemma between protecting disabled indi- 
viduals and safeguarding their civil liberties, no matter 
how self-destructive their choices may ke. In addition, 
the cost to the mental health care delivery system is 
considerable, since due to lengthy legal procedures, 
time-consuming medical tests and <reatments, and the 
need for intensive psychosocial interventions and dis- 
charge planning, the hospital stays of these patients tend 
to exceed the standard for acute-care hospitalization. 

The large proportion of patients transferred to a 
state psychiatric center for extended czre, although 
perhaps reflective of the program’s well-established ac- 
cess to a state facility, probably also suggests that 
many of these patients represent a subset of severely 
psychiatrically impaired homeless in need of long-term 
institutional psychiatric care (44). In this regard, pre- 
liminary medical record data suggest the: our group of 
homeless patients may be different from the 628 home- 
less mentally ill persons evaluated at Bellevue Hospi- 
tals emergency room independen:ly of the program 
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during the same time period. Specifically, fewer home- 
less patients in this latter group carried a diagnosis of 
schizophrenia (N=316 [50.3%]), more of them were 
male (517 [82.3%]), and on average they were young- 
er (mean age=34.7, median=33) (New York City 
Health and Hospitals Corporation, Office of Mental 
Hygiene Services, 1989). 

The New York City program illustrates how mental 
health professionals can work with policy makers to 
develop programs that are responsive to this often ne- 
glected, multiply disabled population (45-49). Fur- 
ther, apart from its tangible impact on the target pop- 
ulation, public reaction to the program, as reflected by 
the media, suggests that, with the exception of some 
civil libertarians who expressed concern about the pro- 
gram’s potential for abuse of patients’ civil liberties, it 
created a positive impression of the actions taken by 
the city to address the problem. Although the city pro- 
gram targeted a small subgroup of the homeless pop- 
ulation and had a limited impact on the large numbers 
of homeless mentally ill people living in the streets, 
there was some public recognition that government 
officials and mental health professionals cared for 
these people and were willing to do something about 
the problem (50—52). In this sense, the program can be 
judged in terms of its good intentions as well as its 
tangible results (53). 

Although this study is somewhat limited in its gen- 
eralizability due to the particular characteristics of the 
New York City patients involved in the program, we 
believe it has contributed still another piece to the large 
jigsaw puzzle that is our understanding of the homeless 
mentally ill ($4). Certainly, more research is needed to 
ascertain the impact of specific treatment interventions 
on particular subgroups of the homeless mentally ill 
and to explore what patient and service system indi- 
cators may act as predictors of positive or negative 
outcomes. 
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Nancy C. Andreasen, M.D., Ph.D., Editor 


GERIATRIC PSYCHIATRY 


Histology and Histopathology of the Aging Brain, edited by 
Jürg Ulrich. Basel, Karger, 1988, 172 pp., $113.50. 


Alzheimer’s disease is probably the central neuropsychiat- 
ric issue for our generation of physicians. Psychiatrists are 
becoming increasingly involved in the care of patients with 
this disease and in research programs aimed at understand- 
ing its etiology. Questions of alterations in neuropsychiatric 
functions that might occur with “normal” aging are also topics 
of importance for behavioral researchers and clinicians. 

Histopathology of the Aging Brain is a state-of-the-art re- 
view of histologic controversies in aging and dementia. The 
book is relatively short and quite densely written. The editor 
has brought together focused research summaries from an 
array of prominent neuroscientists in Europe and Canada. 
The essays are arranged around major themes in neurosci- 
entific research. 

The first section reviews the question of regional brain 
changes in aging and dementia. Dr. Ball of London, Ont., 
provides a provocative hypothesis that the hippocampal 
damage in Alzheimer’s disease can account for most of the 
clinical features of the il:ness and that neocortical changes 
are incidental. Current research in alterations of subcortical 
neuronal projections that occur in Alzheimer’s disease is also 
well reviewed in a chapter by Drs. Berger and Gaspar of 
Paris. These issues are af great importance for psychiatry 
because of potential links between disturbances in mono- 
amine metabolism and arousal or affective dimensions of 
dementia. 

The second major section of the book includes two essays 
that describe recent technical advances in quantitative mor- 
phologic analysis of neuronal tissue. Pathologists now have 
available to them optical-zlectronic instruments that expedite 
the quantitative analysis of neuronal and vascular structures. 

The third major section of the book presents reviews of 
current research in cytoskeletal abnormalities found in 
Alzheimer’s disease. The last section of the work reviews 
some recent immunohistologic work in the neuropathology 
of Alzheimer’s disease, along with more controversial topics 
such as potential aluminum and viral involvement in the 
disease. 

The virtues of this book are that it is current, thoroughly 
referenced, and well illustrated. Readers should realize, how- 
ever, that it is essentially a neuroscientific treatise and will be 
most useful as a reference book. Clinicians and even some 
clinical investigators in the area of dementia might not need 
to purchase such a book. The audience for this work is really 
those scientists who are engaged in dementia research that 
requires familiarity with the advancing frontier of histo- 
pathologic research in Alzheimer’s disease. 


R.B. SCHIFFER, M.D. 
Rochester, N.Y. 
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Geriatric Psychiatry and Psychopharmacology: A Clinical 
Approach, by Michael A. Jenike, M.D. Chicago, Year Book 
Medical Publishers, 1989, 381 pp., $54.95. 


There are many books on geriatric psychopharmacology 
that have been sponsored by various pharmaceutical firms. 
These texts are fine as introductions to the field but really do 
not go into the crucial problems with enough depth to be 
useful for the thoughtful clinician. Jenike’s work goes be- 
yond the average work and provides a much more solid ref- 
erence than anything currently available. 

The work is reminiscent of my favorite psychopharmacol- 
ogy text, Baldessarini’s Chemotherapy in Psychiatry (1). 
Jenike’s work is approximately the same length as Baldes- 
sarini’s, providing plenty of room for in-depth discussion 
and references. Another excellent trait common to both 
books is the generous use of summary tables to highlight key 
relationships. 

Geriatric Psychiatry and Psychopharmacology covers all 
the major topics relating to geriatric psychiatry from a bio- 
logical perspective. These include mental status and neu- 
ropsychiatric examination of the geriatric patient, metabolic 
changes with aging that affect drug pharmacokinetics, affec- 
tive disorders, dementias, psychosis, violence, disruptive be- 
havior, anxiety disorders, sleep disorders, delirium, drug 
abuse, obsessive-compulsive disorders, neuroimaging, and 
the interaction of psychosocial factors, psychotherapy, and 
biological approaches. Thus, the book covers the main areas, 
and it does so in detail. 

Particularly interesting and novel chapters include those 
on anxiety disorders and obsessive-compulsive disorder. 
Those of us who have been out of training for more than a 
few years may not be aware of the explosion of information 
on these disorders available now in modern psychiatry. 
These chapters provide much useful information for clini- 
cians who want to get up to speed in these rapidly expanding 
areas. 

Allin all, this is a fine work that is particularly timely given 
that an examination for Added Qualifications in Geriatric 
Psychiatry is to be part of the American Board of Psychiatry 
and Neurology examinations. 


REFERENCE 
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JEROME A. YESAVAGE, M.D. 

Palo Alto, Calif. 

The Brain in Human Aging, by Gene D. Coben, M.D., Ph.D. 
New York, Springer Publishing Co., 1988, 251 pp., $26.95. 


This work provides a general review of biochemical and 
other theories of the aging brain. The first section of the 
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work, the Brain and the Aging Process, essentially deals-with 
normal aging. The first chapter, “The Biology of the Normal 
Aging Brain,” is a succinct summary of biology, and ‘‘Be- 
havior and the Aging Brain” covers the major behavioral 
theories. The chapter on behavior is probably the most useful 
to the psychiatrist reading the work who may not be aware 
of the major psychological theories that affect geriatric psy- 
chiatry. Dr. Cohen does an excellent job of providing careful 
reviews of the major topic areas and up-to-date references of 
these areas. The next chapter, “Interrelationships Between 
the Aging Brain and the Aging Body,” would be of interest to 
the consultation-liaison psychiatrist. Dr. Cohen successfully 
attempts to clarify the interrelationships of gastrointestinal 
distress and psychological symptoms in the older patient. 

The second major section deals with disorders and diseases 
in the aging brain. The first major topic is differential diag- 
nosis. Dr. Cohen not only discusses research but also reaches 
into his rich clinical experience to provide illuminating ex- 
amples of diagnostic problems. There is a nice review of the 
theories of Alzheimer’s disease and then a more in-depth 
discussion of the diagnosis and discussion of treatments for 
patients with the illness. Again, Dr. Cohen provides excellent 
clinical examples of treatment interventions. 

Dr. Cohen finishes the work in a section on capacities of 
the aging brain. Here he discusses the resiliency and repair of 
the aging brain, the aging brain in creativity, and theories of 
aging and life extension. The book concludes with a number 
of useful appendixes on criteria for the diagnosis of Alzhei- 
mer’s disease, various tests for dementing disorders, and lists 
contrasting psychotropic medications. 

This book is quite well organized and clearly written so 
that the novice in the field can pick it up and rapidly get an 
idea of the major theories of geriatric psychiatry. The book 
complements the work of Lazarus and Mershon, Essentials 
of Geriatric Psychiatry (1), which provides, in outline form, 
information that is essential for understanding geriatric psy- 
chiatry and probably for passing the Board examinations 
for Added Qualifications in Geriatric Psychiatry. Dr. Cohen 
covers much of the same territory in terms of the facts but 
covers it in a rather lively and clinical manner. Dr. Cohen’s 
book is also more broadly based, and he delves into psycho- 
social issues that are beyond the core curriculum in geriatric 
psychiatry. 
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JEROME A. YESAVAGE, M.D. 
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Etiology of Dementia of Alzheimer’s Type, edited by A.S. 
Henderson and J.H. Henderson. New York, John Wiley & 
Sons, 1988, 251 pp., $76.95. 


This is a most unusual book. It is a report of the Dahlem 
Workshop on Etiology of Dementia of Alzheimer’s Type, held 
in Berlin in December 1987. I am uncertain whether it will 
appeal to most psychiatric readers, despite its unique format 
and substantial value. My judgment does not reflect low esteem 
for this carefully conceived volume (indeed, it is an excellent 
work); rather, I doubt that it meets the needs of many and 
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expect that it is too complicated for most clinicians, including 
psychiatrists, neurologists, and neuropsycholozists. 

That is unfortunate because this model text reflects the 
collaborative work of scientists straggling to :nderstand the 
pathogenesis and pathophysiology of the prevalent but elu- 
sive Alzheimer’s disease. It is a product of a Dahlem. Con- 
ference, a uniquely collaborative, highly structured format 
that apparently forces participants to shed >arochial views 
and work together in groups in an attempt to generate ideas 
and hypotheses for new research. The book is a combination 
of chapters written by participants before tne meeting and 
reports of work groups at the meetirg. The chapters are 
condensed, fact-filled reviews that together cover the entire 
waterfront of issues, from fundamental neurcbiology to clin- 
ical symptoms and psychosacial factors. 

The book is divided into four informal] seczions, each end- 
ing with a group report. These terse, questior.-filled summa- 
ries consider broad topics, ircludirg risk factors; expression 
and symptoms; the molecular, biological, and genetic basis 
of cell injury; and the relationship between normal aging and 
late-life dementing diseases. No one cpinion prevails, and 
minority views are duly noted. 

Technical terms and concepts are explained briefly, but 
this book is not for the novice. Its emphasis :s rightly on the 
basic neurobiological aspects of disease discovery, although 
clinical and environmental concerns are giver: ample atten- 
tion. | suspect that the best audience for tais book is the 
reader with a defined purpose, such as the clin:cal researcher 
who wants a relatively current and broad view of the basic 
science literature or the basic scientist who wants a brief but 
complete summary of the major clinical questions yet to be 
answered. It is also an excellent review for the student who 
has finished the preliminaries anc wants to encounter the 
sophisticated but demanding product of a group composed 
of biochemists, epidemiologists, neurobiologists, neurolo- 
gists, psychologists, and psychiatrists. The bcok repeatedly 
emphasizes the number of unanswered questions facing re- 
searchers studying dementia of the Alzheimer’s type and is 
particularly strong in illuminating directions for future in- 
vestigation. I found especially valuable the report on expres- 
sion and symptoms and the zeport on ceil im ury. No doubt, 
that reflects my own interests, and | am certain that other 
chapters will prove equally useful. 

I know of no similar work in psychiétry. That may reveal 
my ignorance, but I suspect it alse reflects a unique quality 
that is so heavily emphasized in this work. The scientific 
process often involves three roughly defined phases of en- 
lightenment—recognition, association, end, finally, discov- 
ery. Movement along this continuum may be neither orderly 
nor premeditated, but, at its best, thoughtful progression is 
an explicit aim. The search for the etiology cf dementia of 
the Alzheimer’s type has passed largely beycnd the recogni- 
tion phase. Investigators car., for the most part, distinguish 
patients (or brains) with Alzheimer’s disease trom those af- 
flicted with other disorders. Indeed, we see mn this book the 
attempt to make thoughtful associations, even as recognition 
is acknowledged to be incomplete. Given recent findings, 
such as the apparent linkage marker for some familial cases 
of the disease on chromosome 21, one feels the movement 
toward fundamental discovery. However, the investigators 
who participated in this conference make clear that no single 
discovery will clarify the basis for all cases of this apparently 
heterogeneous disorder, nor will discovery of etiology guar- 
antee the immediacy of a cure. 

Thus, this book reflects the work of investizators who are 
at a different stage of the scientific process than most of us 
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who spend our time stucying primary psychiatric disorders. 
We still struggle with recognition. As much as we attempt to 
make associations, often we are undercut by the arbitrariness 
with which we separate one syndrome from another. 

Another lesson is evident for psychopathologists and bud- 
ding neuropsychiatrists. Frequently we gaze enviously at our 
colleagues who study diseases that manifest a defined neu- 
ropathological substrate. It is clear from this text that the 
plaques and tangles of dementia of the Alzheimer’s type are 
an elusive gold standard, at best, and this work provides a 
warning to be cautious when considering neuropathology as 
the primary validating marker of a CNS disease process. 
Plaques and tangles, like zlinical symptoms, are secondary or 
tertiary disease phenomena. Although investigators have 
sought to correlate these pathological hallmarks with clinical 
symptoms or to relate cell loss to symptoms, each finding is 
the reflection of a more fandamental abnormality. Similarly, 
psychopathologists mus: be warv of viewing apparent neu- 
robiological alterations as a gold standard against which to 
compare clinical phenamena; they both must be viewed 
against the backdrop af other ill-defined disruptions, some 
isolated to the nervous system but others, perhaps, resulting 
from systemic disorders that are most prominently expressed 
centrally. Moreover, as 2mphasized by the authors of this 
text, there is a gulf between knowing where pathology strikes 
and understanding how these brain changes lead to alter- 
ations of behavior. . 

This book has many lessons for psychiatric researchers 
and other students who want to stretch themselves substan- 
tially. It is not a useful introductory text or manual for cli- 
nicians who wish to learn more about the symptoms and 
signs of dementia of the Alzheimer’s type, or about differen- 
tial diagnosis and treatment. For some, I cannot recommend 
it highly enough, but I warn others to avoid it. 

(On a somewhat sorrowful note, I would add that it ap- 
pears the support for the Dahlem Conferences has been di- 
minished or discontinued [1]. If this volume reflects the over- 
all quality of these corferences, discontinuation of such 
meetings will be a general loss to science.) 


*EFERENCE 
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ERIC D. CAINE, M.D. 
Rochester, N.Y. 


ADDICTION 


Assessment of Addictive Behaviors, edited by Dennis M. 
Donovan and G. Alan Marlatt. New York, Guilford Press, 
1988, 497 pp., $39.50. 


This volume sets out to provide the most current informa- 
tion on the general category of addictive behaviors. The au- 
thors note that the intended audience for the book “includes 
students, clinicians (therapists and counselors), and research- 
ers who are working in the field of addictive behaviors.” 
Each chapter has a shor: clinical précis, and the book as a 
whole clearly presents its material in a manner that gives 
important data to studerts or researchers in the area of ad- 
dictions. A great deal af research and empirical data is pre- 
sented that may be too cetailed for the practicing clinician. 

The prime focus of the work—that addictive behaviors, 
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irrespective of the addiction, have many similarities—is ex- 
tremely important. Most professionals in the field have been 
aware for a long time that many of their patients have been 
or could be multiply addicted. It is also important, as the 
editors note, to make accurate assessments of patients and all 
of their addictive behaviors before launching into treatment. 

In accordance with their concept that all of the addictive 
behaviors can be categorized within a biopsychosocial mold, 
the editors examine each of the major addictions—alcohol, 
eating disorders, and other drugs—within this same psycho- 
social framework. The individual authors present much per- 
tinent and relevant data from their own research in their 
areas of expertise. Many of the authors also present parts or 
all of the screening devices that they have developed to assess 
addicted individuals. The reader is faced with an almost 
overwhelming array of data in each chapter. 

This book is most valuable if it is initially read as an over- 
view of the important concepts and then reread in portions. 
In this way readers can distill the techniques of assessment 
that they might want to pursue from either a research or a 
clinical perspective. 


ARON S. WOLF, M.D. 
Anchorage, Alaska 


The Psychopharmacology of Addiction: British Association 
for Psychopharmacology Monograph 10, edited by Malcolm 
Lader, D.Sc., Ph.D., M.D., F.R.C.Psych. New York, Oxford 
University Press, 1988, 179 pp., $55.00. 


This monograph has a number of particular attractions. 
First, its editor is an internationally renowned psychophar- 
macologist based at the Institute of Psychiatry, University of 
London, one of the leading centers of its kind in the United 
Kingdom. Second, the contributors, each with outstanding 
reputations and bodies of work behind them, present a gen- 
uinely international outlook. Although most are British, the 
contributors include representatives from the United States, 
Canada, and Greece. This worldwide perspective is particu- 
larly important in supporting those elements of the volume 
which address the interplay of the biological organism and 
the culture in which it resides. Third, in view of the amount 
of information it contains, the book is nicely compact, and 
each chapter establishes and develops its points efficiently 
but fully. The physical features of the volume, including its 
binding, paper quality, and print style, meet the high stand- 
ards we have all come to expect from the venerable Oxford 
University Press. . 

The book is broad in its scope, ranging from molecular 
pharmacology (one chapter explores neuronal calcium chan- 
nel adaptation in physical dependence on alcohol and one 
explores phosphoinositides and transmembrane signaling in 
ethanol abuse) to behavioral elements of substance depen- 
dence {one chapter deals with drug anticipation and drug 
tolerance) and social considerations (one chapter focuses on 
psychopharmacology and social psychology). 

Shepard Siegel’s chapter on drug anticipation and toler- 
ance will, I believe, be most useful to clinicians working with 
substance-dependent patients because it explores the social 
and psychological contributions to the phenomena of toler- 
ance and addiction. This approach is applied to both nar- 
cotic and nonnarcotic compounds, thus establishing a 
breadth of scope consonant with the needs of clinical prac- 
tice. Although biology and pharmacology are central to the 
study of addiction, it is readily apparent to experienced stu- 
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dents of the field that a purely biological focus is insufficient 
and that, as Siegel points out, “a complete account of toler- 
ance requires an appreciation of environmental influences.” 
Siegel goes on to note that tolerance to a drug is not the 
inevitable result of repeated administration of the compound 
but may depend as well on the environment in which the 
administration occurs. The role of Pavlovian conditioning in 
tolerance and withdrawal symptoms is here demonstrated to 
be substantial and persistent in its effects. 

] was gratified that nicotine and caffeine are addressed in 
this monograph as important addictive agents. David M. 
Warburton’s chapter on nicotine is an excellent review of 
this ubiquitous drug and examines the experimental evidence 
for three possible models to explain its powerful addictive 
properties: the euphoriant model (production of pleasurable 
feelings), the coping model (reduction of unpleasant feel- 
ings), and the functional model (general management of ev- 
eryday psychological needs). Warburton finds the latter two 
models to be most strongly supported. 

The excellent chapter on caffeine by Roland Griffiths and 
Philip Woodson elucidates the drug’s. ability to produce 
physical dependence and reinforcement in humans and lab- 
oratory animals. The authors note that this is the most 
widely used psychotropic agent in the world and that its 
consumption patterns are in many ways characteristic of 
more commonly recognized drugs of abuse. Although they 
present substantial data to support their assertion that “caf- 
feine has the cardinal features of a prototypic drug of abuse,” 
Griffiths and Woodson do not offer prescriptive advice. 
Rather, they wisely conclude that “a meaningful classifica- 
tion of caffeine, relative to more widely recognized drugs of 
abuse, should await resolution of the health risk controversy.” 

The remainder of the book is devoted to benzodiazepines 
and opioids, including Lader’s lead chapter, one by Siobhan 
M. Murphy and Peter Tyrer on benzodiazepine tolerance 
and dependence, a chapter on the in vitro pharmacology of 
selective opioid ligands, and one on the role of opiate mech- 
anisms in social relationships. Each chapter of the book is 
compact but complete, well edited, and well supported by 
scholarship. There are occasional unfortunate lapses into ob- 
fuscatory syntax (“It would be a most remarkable coinci- 
dence that most smokers restrict their smoking habits to a 
leaf which is the only one which also contains nicotine”), but 
clearer writing is more typical of the volume. Perhaps edito- 
rial comments between the chapters would help to unify the 
volume and develop its themes more systematically, but the 
quality of the editing is generally superior to that seen in 
multiauthored collections of medical papers. 1 would have 
expected the inclusion of important material on phencycli- 
dine and the role of excitatory amino acids in addiction, | 
fear that the omission of this material and of chapters on 
cocaine in its multifarious forms, which we know all too well 
has become an international social and public health 
scourge, already begins to date this 1988 publication. 

Because the chapters can support themselves individually, 
the absence of unifying comment or even an introductory 
chapter does not seriously compromise the utility of the 
book. At first blush it might seem outrageously overpriced, 
but there is a lot of quality hiding in this small package, and 
I recommend the book to the many scientists and clinicians 
who are struggling daily to make some headway in the pan- 
demic of substance addiction. 


WILLIAM E. FANN, M.D. 
Houston, Tex. 
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CHILD PSYCHIATRY 


The Preschool Child: Assessment, Diagnosis, and Treat- 
ment, by Paul V. Trad. New York, John Wiley & Sons, 
1989, 658 pp., $69.95. 


The author of this book quite correctly states that it deals 
with a relatively neglected life period. Much more effcrt has 
gone into infant research and into school-age children. His 
book is divided into five parts that cover essential areas: The 
Developmental Perspective, Assessment, Clinical Syndromes, 
Specific Risk Factors During the Preschool Y2ars, and Man- 
agement. The book is replet2 with case histories and more 
than 600 references. It cannot be said zo be biologically or 
dynamically oriented because both are represented and inte- 
grated. The author is a psychoanalyst but is obviously well 
read in neurobiology, genetics, and psychopharmacology. 

The differences between DSM-III and DS]A-IH-R as well 
as changes that the author hopes wil be made in DSM-IV are 
mentioned frequently. Nosology in children is notoriously 
difficult because of the constant changes in growing young- 
sters, and nowhere is this more true than ir. the preschool 
child. Reading the book, I was repeatedly struck not only by 
constant advances in our knowledge but the enormous 
amount we have yet to study. 

Since the volume is so large and the subjects so complex, 
space permits only a general screening and special attention 
to particular details. 

Part one, The Developmental Perspective, is a useful dis- 
cussion of the emotional development of the preschooler and 
infant along with Piaget’s concept of intellectual develop- 
ment, particularly the relationship between cognitive growth 
and aggression. A case history is presented to illustrate the 
discussion. 

Part two, Assessment, covers a broad spectrum ranging 
from DSM-III-R through family psychopathclogy and phys- 
iological testing to neuroendocrine determinants. Here one 
of the problems of DSM-HI-R comes to light—its lumping 
together those conditions first appearing in infancy, child- 
hood, or adolescence. Many syndromes do net usually occur 
during the preschool years but, rather, in infancy or adoles- 
cence. The author points out that “‘psychiatz.c nosology in 
children is in a constant state of flux.” Because children move 
so quickly through time in terms of development anc inte- 
gration of the environment, the task of meticulously and 
globally assessing each child for possible etio_ogies is partic- 
ularly crucial and at the same time very difficult. The family 
must be thoroughly examined as well as neuroendocrinolog- 
ical correlates of the child’s cognitive develapment, mental 
status, temperament, neurolcgical status, and the results of 
appropriate psychological tests. The avthor’s discussion of 
the neuroendocrine determinants of various syndromes is 
both fairly complete and quite complex. The |.mbic system— 
including the hypothalamic-pituitary-adrenal axis—mediates 
the individual’s interaction with the environment. Within 
this axis, serotonin, norepinephrine, and dopamine are par- 
ticularly crucial. Dysregulation of the limbic system—whether 
genetic, constitutional, environmental, or a mixture—can result 
in a variety of syndromes. Some studies of the chemistry in- 
volved have been done as early as infancy, but most have in- 
volved adults. It is here that the old nature-nurture argument is 
basic but not always clear. Much reszarch remains to be done. 
Many individuals are predisposed to some tyre of dysregula- 
tion, and minimal external forces can bring on a symptom 
complex. 


1565 


BOOK FORUM 


Part three, Clinical Syndromes, is made up of 13 chapters 
on the differential diagnosis of pervasive developmental dis- 
orders, learning disabilities, personality disorders, affective 
disorders, anxiety disorders, attention deficit disorders, sleep 
disorders, tics, gender identity disorders, somatoform disor- 
ders, and suicide. 

Part four, Specific Risk Factors During the Preschool 
Years, comprises two chapters: one on child abuse and ne- 
glect and the other on the child’s reactions to various kinds 
of separation, including day care, divorce, and death. 

Part five, Management, has three chapters. The first deals 
with psychodynamic intervention with the preschool child. 
The second focuses on family therapy, behavioral therapy, 
cognitive therapy, group therapy, and pharmacotherapy. Fi- 
nally, there are therapettic protocols for disorders in the 
preschool years. 

Perhaps the best word to describe this book is “‘compre- 
hensive.” Its thorough review of the international literature 
often includes presentaticn of conflicting findings, thus leav- 
ing the reader confused. It does, however, point to the areas 
in need of further researc’. It takes into account psychoana- 
lytic, biological, and cognitive approaches. Oversimplified, it 
proposes that each child comes into the world with his or her 
own endowments and that the environment then begins to 
take effect. Some children are able to develop successful cop- 
ing styles, even in the face of a poor environment, but others 
do not and become ill. Proper assessment of the child and his 
or her situation allows for better, more accurate evolution 
and plans for treatment. Multidisciplinary approaches are 
often called for in both assessment and treatment. The au- 
thor obviously has available a large pool of consultants and 
therapists often not accessible to workers in this field. 

This book should be useful to any health or mental health 
worker dealing with preschool children. It would be a valu- 
able addition to the library of any such professionals. 


STUART M. FINCH, M.D. 
Green Valley, Ariz. 


Handbook of Child Psychiatric Diagnosis, edited by Cynthia 
G. Last and Michel Hersen. New York, Jobn Wiley & Sons, 
1989, 574 pp., $59.95. 


This book was spawned by the advent of DSM-III and 
subsequently DSM-III-R. The editors explicitly state that 
this book was conceptualized to present research on each 
diagnostic category for caildren and adolescents as a “state 
of the art volume.” Without a doubt, the editors succeed in 
presenting clearly written chapters that provide a valuable 
reference work for the feld of child psychiatry. 

The first part of the bcok focuses on concerns relevant to 
making a diagnosis, providing a historical perspective on 
current aspects of nosology, reliabilizy, and validity of dis- 
orders. Lewis and Vitulano point out that the field has 
evolved historically from a singular mode of understanding 
disorders to a complex interactional model. Trad advocates 
the importance of evaluating youngsters from multiple per- 
spectives and highlights two basic items for assessment— 
developmental level and functional or adaptive level. An- 
thony Costello emphasizes that diagnostic reliability implies 
that the result of a diagnostic assessment can be replicated. 
He discusses factors that might affect the degree of reliability. 
Clarification of diagnostic validity is offered by Routh, who 
states that “‘validating diagnostic categories boils down, at 
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least in part, to hypotheses testing about their implications 
for prognosis, etiology, and treatment” (p. 41). 

The second part of the book contains 18 chapters on spe- 
cific diagnoses; these chapters include empirical research 
data. They all follow the same format—sections on defini- 
tion, historical background, clinical picture, associated fea- 
tures, course and prognosis, impairment, complications, epi- 
demiology, familial pattern, differential diagnosis, clinical 
management, and research findings—which helps the reader 
compare diagnostic entities. 

The format of these chapters resembles that of DSM-HI-R, 
and the chapters amplify the statements in DSM-III-R by 
presenting research used to substantiate diagnostic classi1- 
cations. These chapters are excellent summaries of research 
findings in child psychiatric diagnosis. Each is written by 
experienced researchers: Baumeister and Baumeister on men- 
tal retardation, Dulcan on attention deficit disorders, Kazdin 
on conduct and oppositional disorders, Wolff on schizoid 
disorders, Ornitz on autism, Wolff on obsessive-compulsive 
disorder, Cantor on schizophrenia, Strober, Hanna, ard 
McCracken on bipolar disorders, Ryan on major depression, 
Keller and Sessa on dysthymic and cyclothymic disorders, 
Regan and Regan on somatoform disorders, Fialhov on sub- 
stance use disorders, Zucker on gender identity disorders, 
Goldbloom and Garfinkel on anorexia nervosa and bulimia 
nervosa, Doleys on functional enuresis and europresis, ard 
Kolko on fire setting and pyromania. Each chapter is easy to 
read, and the complex issues are presented concisely ard 
with relevant references. Therefore, they are an excellent ref- 
erence compendium that summarizes diagnostic entities in 
children and adolescents. 

The third section of the book focuses on special topics 
pertaining to developmental issues, diagnostic interviews, 
epidemiology, and assessment of diagnoses and behavior. 
The final section focuses on future directions in child psychi- 
atric diagnosis. An intriguing concept presented is that of 
developmental psychopathology, which emphasizes that 
“there is no compelling evidence that dysfunction at one 
point in childhood definitely predicts pathology later :n 
childhood. Stability of pathology in childhood seems to be 
the exception rather than the rule” (pp. 463-464). Methods 
of documenting the continuities and discontinuities of devel- 
opment are described in this part of the text. The final chav- 
ter offers important axioms to consider with regard to psy- 
chiatric diagnosis. In this last chapter, Judith Rapoport 
states, “Diagnosis is a process that will not and should not 
ever get into a ‘true’ system, and so we must avoid taking 
arbitrary stands on questions such as dimensionality versus 
categorical measurement on particular subcategories. Multi- 
variate factors will always be with us, and major new etio- 
logical discoveries will not make them less useful” (p. 531). 
This text is a fine sourcebook for considerations needed to 
identify salient issues in conceptualizing DSM-IV. 


CYNTHIA R. PFEFFER, M.D. 
White Plains, N.Y. 


Beginning Child Psychiatry, by Paul L. Adams, M.D., and 
Ivan Fras, M.D. New York, Brunner/Mazel, 1988, 595 pp., 
$50.00. 


This book is directed toward professionals, especially child 


psychiatry fellows, who are beginning careers focused on 
promoting the mental health of children and adolescents. 
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The book provides a comprehensive overview of child psy- 
chiatry and is organized into a number of sections. | 

The section on disorders of childhood is an excellent in- 
troduction to diagnosis as well as an excellent overview of 
treatment in child and adolescent psychiatry. The careful 
description of the elements of a comprehensive evaluation 
would be very useful to those seeking an introduction to this 
important area of child psychiatry. | would have liked more 
of an emphasis on the mental status examination, even 
though its application to the psychiatric assessment of chil- 
dren has not been adequately developed. Its use can serve to 
standardize this portion of the assessment and help physi- 
cians beginning their training not to overlook aspects of 
mental functioning. Also, the use of a standardized mental 
status examination allows for better communication of clin- 
ical information between professionals. An emphasis on the 
mental status examination would also be consistent with the 
very helpful focus in this book on the importance of careful 
observations of the behavior and nonverbal communications 
of the child or adolescent who is being assessed. 

The clinical examples that fill this text are rich in their 
descriptions of children and families suffering from psychi- 
atric illness. The clinical examples also contain useful models 
of an empathic and sensitive approach to the understanding 
of psychiatrically ill children and adolescents. However, the 
treatment section, which briefly reviews different treatments, 
seems to be overly cursory in discussing the operant behav- 
ioral therapy techniques that have a widespread application 
in child psychiatry. 

The section on organicity, although it covers important 
topics, also suffers from a tendency to recommend organic 
workups that can become fishing expeditions with the phy- 
sician having no idea what to do with the fish that may be 
caught (to strain a metaphor to the breaking point). In other 
words, it is not useful to go fishing diagnostically unless you 
are prepared to make use of the information. Many diagnos- 
tic procedures are relevant only if their findings are consis- 
tent with the clinical assessment, and often the diagnostic 
report indicates that the findings warrant additional studies 
only if clinically indicated. An emphasis on ordering diag- 
nostic procedures to identify specific CNS etiologies and rule 
out differential diagnoses would be preferable to the idea of 
an “organic workup.” It will become increasingly important 
for physicians entering child psychiatry training to be famil- 
iar with diagnostic procedures that will help to identify spe- 
cific neuropsychiatric disorders. 

The section on distortions of parenting offers the reader 
valuable information, as does the section on the child’s fam- 
ily. The authors sensitively advocate for the rights of children 
in families and for the importance of empathic parenting. 

The section on personality disorders, although rich in clin- 
ical material, advocates earlier (in late latency or early ado- 
lescence) diagnosis of personality disorders than I think is 
routinely possible to do with any validity. Such diagnosis is 
certainly not possible for physicians beginning their training 
in child psychiatry. It is important to identify behavior pat- 
terns, coping mechanisms, and/or so-called personality traits, 
but personality diagnoses before later adolescence seem 
premature. 

The section on pervasive developmental disorders lacks a 
clear clinical example of a “high-functioning” autistic child 
(1), is insufficiently cautious about the risk of developing 
movement disorders with the use of neuroleptics, and focuses 
on the brain stem as the likely location for the neuropathol- 
ogy in autism without describing the other theories, some of 
which are more plausible (2). 
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The, authors caution aga:nst the overuse of medications 
but seem overly pessimistic about the rcle o` medication be- 
yond the use of stimulants in attention defiar hyperactivity 
disorder. Anxiolytics are probably undzrprescribed in chil- 
dren, as are antidepressants. The idea tnat so condition re- 
quires medication or cannoz be treated without medication 
goes too far and is not cons:stent with more recent pharma- 
cological research (3). The cuthors are espec_ally discourag- 
ing about the use of anticonvulsant mediczion, although 
recent experience would seem to indizate that high-dose 
monotherapy with certain anticonvulsants 1s effective for 
mood instability and, of course, for seizure disorders (4). 

The authors also seem to discourage hespitalization of 
children and adolescents, even though there =re clear indica- 
tions for using hospitalization, such as for t= child’s safety, 
to allow diagnoses to be established, to initiate treatment 
with patients who require structure and‘or czily assessment 
to determine treatment efficecy, and to remove patients tem- 
porarily from pathological situations ‘5). Some psychiatri- 
cally ill children and adolescents are st il bæt treated with 
longer-term hospitalization in order to restructure their cop- 
ing mechanisms and improve their capacity for healthy in- 
terpersonal relationships (5). 

To summarize, Drs. Adams and Fras rave written a com- 
prehensive textbook that introduces physicans and other 
professionals entering the fizld of child psychiatry to diag- 
nosis, treatment, and underszanding of the cl _[d in his or her 
family. The authors share their years ol clinical experience 
and wisdom throughout the book. This comes through most 
clearly in the rich clinical examples that are used in the sec- 
tions of the book focusing on disorders of childhood. This 
book is well worth the time of anyone whe would like to 
view child psychiatry and advocacy for childzen through the 
eyes of two gifted clinicians. 
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Assessment of Personality and Behavior Prcalems: Infancy 
Through Adolescence, by Roy P. Martin, PED. New York, 
Guilford Press, 1988, 399 p»., $35.00. 


The title of this book is challenging and provocative. This 
volume discusses an important issue that has -s derivation in 
early phases of human development. The title suggests that a 
new area of emotional deve-opment will be discussed—the 
issue of personality assessment. By placng ze word “per- 
sonality” before “behavior problems” in te title cf this 
book, the author entices a reader to wonder whether there 
are specific implications to this. Howeve-, th s book is not a 
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theoretical text that espouses substantially new ideas about 
personality development. Rather, it is essentially about as- 
sessment and, as a result, is well suited to graduate psychol- 
ogy students and others involved in research in personality in 
children and adolescents. 

The author states that this book is “devoted almost exclu- 
sively to the quantitative description of persons” (p. 14), It 
covers a very complex theme of human psychology that has 
not been clearly defined and requires continued research. The 
book has an enthusiastic tone and attempts to integrate past 
research work with an emphasis on the need to continue 
developing new approaches. The author emphasizes that 
“those with an interest in assessment of social and emotional 
behaviors in children hav much to look forward to in the 
next few decades; a new empirical foundation for study of 
both specific behaviors and personality appears to be on the 
horizon” (p. 19). 

The book attempts to provide an empirical orientation to 
understanding personality assessment in children. It intends 
to cover “generalized beaavioral tendencies” that involve 
traits or personality constructs. A basic premise is to avoid 
theory-based practice anc to highlight “vigorous empirical 
and psychometric criteria” founded on a behavioral orienta- 
tion. For example, assessment instruments that have been 
empirically evaluated with regard to reliability and validity 
are discussed, and techniques are less emphasized. 

The book is divided irto four main parts. Part one de- 
scribes concepts of personality theory and assessment, in- 
cluding temperament, personality structure, traits, and be- 
haviors and whether personality is consistent over time. 
Another concern is whether personality variables are useful 
in predicting other types of behavior. However, the literature 
reviewed in this part of the book is primarily about adults, 
and special issues for children and adolescents are not ex- 
tensively highlighted. The author recognizes that the concept 
of personality is confusing and used in different ways. In this 
book, he says, ‘personality assessment refers to the assess- 
ment of relatively stable characteristics in the social-emo- 
tional realm ... that is, nothing is implied in the use of the 
word personality other than a generalized characteristic that 
has some situational and temporal stability” (p. 7). The book 
attempts to discuss personality assessment within the context 
of a very broad framework. 

The second part of the book is devoted to “basic aspects of 
instrument and assessment design” (p. 41). It is a general 
overview of theoretical and practical issues in measurement 
and test construction. Examples are given for specific tests. 

Parts three and four focus on the main issues of personality 
assessment of youth. The author describes a number of stan- 
dard tests, rating scales, and self-report instruments for in- 
fants, toddlers, preschozlers, elementary school children, 
and adolescents. Specific tests are described with respect to 
normative data and reliability and validity. In this respect, 
the book is a good reference on research instruments. These 
sections include clinical examples and an appendix that lists 
recently published articles using these instruments. 

In summary, Dr. Martin is correct in stating that this book 
is for students because it is a basic text offering a good review 
of the concepts relevant to an empirical type of personality 
assessment of children and adolescents. 


CYNTHIA R. PFEFFER, M.D. 
White Plains, N.Y. 


How Old Is Old Enough? The Ages of Rights and Respon- 
sibilities. Report 126, by the Group for the Advancement of 
Psychiatry Committee on Child Psychiatry. New York, 
Brunner/Mazel, 1989, 117 pp., $17.95. 


Traditionally, committee reports from the Group for the 
Advancement of Psychiatry have been on the cutting edge of 
psychiatry. This volume does not break with tradition. The 
Committee on Child Psychiatry has developed a monograph 
that discusses in depth the differences among chronological, 
emotional, and developmental ages. The volume pleads that 
society, particularly the courts and the judicial system, 
should evaluate each child in regard to his or her develop- 
mental age rather than chronological age. In a series of chap- 
ters that follow logically, the authors first look at age with a 
historical perspective. Then they discuss emotional and cog- 
nitive development from a variety of theoretical points of 
view. In chapter three, they briefly survey how the law has 
looked at chronological age in regard to property rights of 
children, drinking and driving, religious issues, and sexual 
and family issues. In chapters four and six, the authors ex- 
amine two specialized areas that are quasilegal in nature— 
competency to consent or dissent as a subject in research and 
competency as a witness in court. One other chapter deals 
with the authors’ opinions in regard to children’s rights, not 
as they are articulated by law or codified in law but, rather, 
those basic human rights all children should be afforded, 
such as the right for privacy, the need for respect, the need to 
play and be childish, and the need to gain autonomy and 
personal control. 

The reader who expects a legal treatise or a law review 
article summarizing the legal rights of children in the United 
States today will be sadly disappointed. However, readers 
who expect a general overview of some of the areas where 
child psychiatry as a discipline can make a contribution to 
the legal rights and responsibilities of children will be much 
more satisfied. This volume is timely in that the Supreme 
Court recently faced critical decisions regarding the very is- 
sues that the volume discusses. In 1988 and 1989, the court 
considered cases where the chronological age of a child af- 
fected decisions regarding the death penalty. The questions 
asked included, Is the death penalty for a 16- or 17-year-old 
adolescent cruel and unusual punishment? What is the cur- 
rent consensus of society (not child psychiatrists) in regard to 
the death penalty for 17-year-olds? and What should society 
consider in regard to the execution of the mentally retarded? 
Unfortunately, in their deliberations, the court did not seem 
to take into account information provided by social scien- 
tists. The court is now facing similar questions in regard to 
the issues of an adolescent’s ability to consent to an abortion 
competently with or without parental permission. I must say 
that this book provides no guidelines in regard to specific 
issues such as execution and abortion, but it is a nice over- 
view of many areas where the knowledge and ability of child 
psychiatrists to discuss the physical, emotional, cognitive, 
and social aspects of both normal and disordered develop- 
ment contribute to the thinking of our colleagues in the law. 


ELISSA P. BENEDEK, M.D. 
Ann Arbor, Mich. 
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Antidepressant-Induced Mania 


Sir: The following case of drug-induced mania posed a 
diagnostic dilemma. 


Ms. A, a 31-year-old married mother of three, with no 
personal or family history of major depression or bipolar 
disorder, intermittently came for treatment of her dysthy- 
mia and dependent personality. Since adolescence she had 
experienced chronic dissatisfaction with herself and fre- 
quent crying spells, but she had never had problems with 
sleeping and eating or thoughts of suicide. 

Fluoxetine, 20 mg/day, was started, and Ms. A im- 
proved after 2 weeks, as manifested by an increased energy 
level, improved self-esteem, and cessation of the crying. 
After another 2 weeks, however, she was brought to our 
hospital in handcuffs. She had slept and eaten very little, 
had spent excessive money at garage sales, was expansive 
in mood and irritable, and had impaired judgment. She 
had broken into a nearby house, accused her minister of 
murder, and physically attacked three policemen. 

Ms. A’s manic psychosis resolved after the fluoxetine 
was discontinued. Low-dose thioridazine was given, and 
she was discharged after several weeks. 


What diagnosis should this patient have been given? Or- 
ganic mood syndrome connotes a temporary condition, a 
favorable prognosis, and a medication-free observation pe- 
riod, while bipolar disorder connotes a chronic illness, a 
graver prognosis, and likely long-term administration of 
lithium. 

DSM-III-R states that the mania of organic mood syn- 
drome is usually caused by toxic or metabolic factors, in- 
cluding hyperthyroidism and use of psychoactive substances 
such as amphetamines and steroids. The mania of bipolar 
disorder arises spontaneously or may be precipitated by psy- 
chosocial stressors, childbirth, or antidepressant somatic 
treatment (drugs or ECT). This last should not be considered 
an “etiologic organic factor” (DSM-III-R, p. 217). In drug- 
induced mania, “ʻa history of previous Mood Disorder in the 
person or in family members suggests that the substance 
merely triggered a Mood Disorder in a person who was par- 
ticularly vulnerable to the organic factor” (DSM-III-R, p. 
112). 

Why are amphetamines—substances that are used to treat 
depression (1, 2)—listed as etiologic organic factors while 
“somatic antidepressant treatment (e.g., drugs, ECT)” is 
not? Insofar as differing psychoactive substances may trigger 
mania, the crucial factor is the state of the affected patient 
rather than the triggering agent. 

Although our patient had a mood disorder (dysthymia), 
her lack of a family history and a prior personal history of 
mania leads us to choose the more benign diagnosis of or- 
ganic mood syndrome. During an 8-month medication-free 
follow-up, the patient’s dysthymia remained, but she has 
showed no symptoms of mania. 
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The writers of DSM-IV skould reexamine the concept of 
an “etiologic organic factor.” Also, we suggest that prophy- 
lactic antimanic medication may not be nezessary for pa- 
tients such as ours who experience a first manic episode 
while taking fluoxetine or other antidepressazt medications. 
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Transient SIADH Associated With Fluoxetine 


Sır: Hyponatremia has been recognized as an uncommon 
side effect of fluoxetine. In some cases, fluoxetine may have 
been associated with the syndrome of inappropriate secre- 
tion of antidiuretic hormone (SIADH) (1, Physicians’ Desk 
Reference, and personal communication from Dista Products 
Co.), We wish to report a case of document2d SIADH in a 
patient treated with fluoxetine alone, which resolved after 
discontinuation of the drug and did not recur with its 
readministration. 


Mr. A, a 59-year-old white man, was hcsoitalized with 
a several-month history of depressed mood, 25-lb weight 
loss, initial and terminal insomnia, anhedonia, decreased 
concentration, fatigue, and passive thoughzs of death. He 
had no significant medical history. An ozzanic workup 
included normal findings on thyroid function tests, head 
CT scan, and EEG. Routine chemistries revezled only mild 
glucose intolerance. His depressive symptoms responded 
well to nortriptyline, but he developed obsessive thaughts 
and compulsive behaviors without increased water drink- 
ing. The nortriptyline was gradually discon-inued, and flu- 
oxetine was started in order to treat concurrently the de- 
pression and the obsessive-compulsive disorder, which had 
been confirmed by additional history-takirg. Both condi- 
tions improved, and the patient was discharged on a reg- 
imen of 60 mg/day of fluoxetine. 

Mr. A discontinued the medication and was readmitted 
to the hospital 10 days lazer with worsening symptoms. 
Fluoxetine was reinstituted, and the dose was increased to 
80 mg/day. On readmissicn, the patient’s serum sodium 
level was 137 mmol/liter. Three weeks later it was 125 
mmol/liter, with a measured serum osmczality of 269 
mOsmifliter, a urine sodium level of 45 mmol/liter, and a 
urine osmolality of 509 mOsm/liter. Mr. A was euvolemic 
and had normal BUN and serum creatinine levels. Results 
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of repeat thyroid function studies were also normal. His 
morning free cortisol level was slightly elevated, consistent 
with the diagnosis of depression. At that time his serum 
vasopressin level was inappropriately normal (8.6 pg/ml; 
normal range=1.0—13.3 pg/ml) given his hyponatremia 
and hypo-osmolality. A combined insulin tolerance/go- 
nadotropin-releasing hormonerthyrotropin-releasing hor- 
mone test found no significant endocrinological abnormal- 
ities. An evaluation for occult malignancy revealed only 
benign colonic polyposis. Fluoxetine, the patient’s only 
medication, was discontinued. Within 3 days his serum 
sodium level and osmolality returned to normal. One week 
later, he was rechallenged with fluoxetine, 80 mg/day, a 
dose that-he has tolerated for 3 months to date without 
recurrence of hyponatremia. 


The diagnosis of SIADH secondary to fluoxetine was 
based on the serum and urine electrolyte abnormalities, nor- 
mal volume status, normal endocrinological function, and 
absence of malignancy and other medications. In other cases, 
this diagnosis was complicated by dehydration, additional 
medications (Physicians’ Desk Reference and personal com- 
munication from Dista Products Co.), or the failure to assess 
thyroid and adrenal function (1). The SIADH resolved in 3 
days, which is approximately equal to the half-life of fluox- 
etine but shorter than that of its primary metabolite (2). 
Fluoxetine has beer. associated with a number of endocrino- 
logical changes in animals, including increased vasopressin 
levels in the portal Dituitery circulation in rats (2). This case 
confirms fluoxetine as a cause of SIADH that may be rapidly 
reversible and may not contraindicate subsequent use of the 
drug. 
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Additional Cases of Suicidal Ideation Associated With 
Fluoxetine 


SIR: I read with interest the article by Martin H. Teicher, 
M.D., Ph.D., and associates entitled “Emergence of Intense 
Suicidal Preoccupation During Fluoxetine Treatment” (1) 
and would like to report a similar case. 


Ms. A, a 38-year-old married white woman, was admit- 
ted to an affective disorders inpatient unit for evaluation of 
a recent episode of depressive symptoms and suicidal ide- 
ation. She had always felt fatigued and depressed in winter 
but had never received psychiatric evaluation or treatment. 
Following two ectopic pregnancies 8 years earlier, she had 
developed constant knife-like pelvic pain, abdominal bloat- 
ing, in¢réased carbohydrate consumption, joint pain, and 

mastalgia:’Oral progesterone, 400-1000 mg/day, partially 
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alleviated these symptoms. Eight months before admission, 
the patient underwent total abdominal hysterectomy and bi- 
lateral salpingo-oophorectomy. The pelvic pain and assod- 
ated symptoms subsided postoperatively but then recurred. 

Believing that her pain was partially psychogenic, Ms. 
A’s gynecologist referred her to a psychiatrist, who pre- 
scribed imipramine, 10 mg/day. Because of headaches and 
blurred vision, imipramine was discontinued and fluoxe- 
tine, 20 mg/day, was started. Ms. A experienced initial 
improvement of the pelvic pain, but approximately 4 
weeks after starting fluoxetine, she developed intense sui- 
cidal preoccupation and severe depression. She also exp2- 
rienced hypersomnia, poor concentration, anorexia, and a 
feeling of being “‘stoned.” In addition, she experienced 
nightmares, blurred vision, lightheadedness, and a visual 
hallucination in which she saw her deceased mother. 
Whenever she saw a razor, she became intensely preoccu- 
pied with killing herself. She attempted suicide by carben 
monoxide asphyxiation and was admitted to a local hos- 
pital. Fluoxetine was discontinued, and over the next 2—3 
days, Ms. A’s depression, suicidal ideation, and accompa- 
nying symptoms markedly decreased. On admission to our 
hospital 4 days after discontinuation of fluoxetine, she was 
completely free of these symptoms. 


There are many similarities between Ms. A and the pa- 
tients described by Dr. Teicher and co-workers. Ms. A dz- 
veloped depression and suicidal ideation approximately 30 
days after beginning fluoxetine, had had no previous suicidal 
ideation or attempts, developed hypersomnia during fluox- 
etine treatment, and experienced rapid remission of depres- 
sion and suicidal preoccupation after discontinuation of flu- 
oxetine. In contrast to the previously reported cases, Ms. A 
experienced initial improvement with fluoxetine before she 
developed depression and suicidal preoccupation. Whether 
development of such symptoms while taking fluoxetine is 
coincidental or drug-related is still not known. It is impor- 
tant that clinicians report similar cases. 
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Sir: A recent article in the Journal described six depressed 
patients with atypical features of hypersomnolence and hy- 
perphagia who experienced severe suicidal preoccupation 
during fluoxetine treatment. We wish to report a similar pa- 
tient who twice developed intense suicidal ideation in asso- 
ciation with fluoxetine. 


Mr. A, a 26-year-old man, had had no chronic medical 
problems and good premorbid functioning, including 3 
years of college, an honorable military discharge, and 
steady work. He had been given a diagnosis of atypical 
depression, including hypersomnia, carbohydrate craving, 
psychomotor retardation, and depressed mood. He denied 
ever having had suicidal ideation. The depression was also 


accompanied by panic attacks, and the patient was placed ~~ 


on a regimen of fluoxetine, 20 mg each morning, and clon- 
azepam, 0.5 mg t.i.d. Mr. A reported symptom resolution 
in 4 weeks. After 6 weeks of therapy, however, he began 
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abusing alcohol and feeling suicidal, both for the first time. 
After 8 weeks the patient discontinued fluoxetine. He had 
no family history of alcohol dependence, depression, sui- 
cide, or other psychiatric disorder. 

Mr. A came to our facility with alcohol dependence, 
benzodiazepine misuse, and depressed mood. He was not 
taking fluoxetine and denied having suicidal ideation dur- 
ing the preceding month. Liver function test values were 
mildly elevated; CBC, thyroid, and renal function were 
normal. A urine drug screen was positive for benzodiaze- 
pines. Ten days after discontinuing chlordiazepoxide with- 
drawal, the patient had daily panic attacks consisting of 
10- to 15-minute episodes of a pulse rate over 130 bpm, 
blood pressure up to 180/112 mm Hg, hyperventilation, 
diaphoresis, and a fearful state. His depressive symptoms 
included daily crying spells, psychomotor retardation, an- 
hedonia, 10-12 hours of sleep per night, extreme hunger, 
and depressed mood. Fluoxetine, 20 mg each morning, 
and clonazepam, 0.5 mg, were restarted, and there was 
symptom resolution within 3 weeks. The patient was dis- 
charged with disulfuram added to his regimen. 

After 30 days of taking fluoxetine, Mr. A was readmit- 
ted to the hospital with severe suicidal ideation. In the 
week before admission he had held a loaded shotgun in his 
mouth and later planned to crash his car into a bridge. 
Depressive symptoms had worsened over the previous 2 
weeks, with psychomotor retardation so severe that a uri- 
nal was kept at the bedside, work was missed, and ap- 
pointments were canceled. He arose for meals because of 
carbohydrate craving. He complained of poor concentra- 
tion, decreased libido, and anhedonia. Fluoxetine, clona- 
zepam, and disulfuram were used as prescribed, and Mr. A 
denied abusing other medications. There were no signs of 
alcohol withdrawal, and liver function test values had 
normalized. 

Mr. A was placed on suicide precautions, and the. dose 
of fluoxetine was increased to 40 mg each morning. On the 
following day he was found attempting to hang himself 
with his pajama top. Fluoxetine was discontinued and he 
continued to have fleeting suicidal ideation for 5 days, 
during which ECT was begun, with excellent response af- 
ter 10 treatments. The patient then wished to be treated 
with imipramine, and with that medication he appears to 
be doing well. 


Similar to the six patients described by Teicher et al., our 
patient had symptoms of atypical depression. He also briefly 
responded to fluoxetine but then relapsed, with development 
of suicidal ideation for the first time. After stopping fluoxe- 
tine he was admitted for alcohol dependence, underwent 
withdrawal with chlordiazepoxide, and again started to take 
fluoxetine because of persistent depressive symptoms. The 
patient returned to the hospital intensely suicidal. Although 
this was possibly coincidental, the case is consistent with the 
proposal that in “‘atypically depressed” patients, fluoxetine 
may increase the risk of attempted suicide. 


CYNTHIA E. HOOVER, M.D. 
Iowa City, lowa 


Discussion of Fluoxetine and Suicidal Tendencies 


Sır: The conclusion of Martin H. Teicher, M.D., Ph.D., 
and associates (1) that intense suicidal preoccupation emerg- 
es with “an estimated incidence of 1.3%—7.5%” is simply 
not supported by their case presentations. 
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Over the past 2 years, I have treatec 10° patients with 
fluoxetine. About half of this grouo were Cambodian immi- 
grants who frequently had dual diagnoses of posttraumatic 
stress disorder and major depression. These patients had 
done poorly with imipramin2 because of side effects or with 
alprazolam because of addiction fears. Their response to flu- 
oxetine was dramatically positive. My Camzodian patients 
reported that it helped them ocus their thinki=g, did not feel 
sedating or addictive, and helped them com= to terms with 
their extended holocaust experience. Not one of these Cam- 
bodian patients, who had been exposed to yzars of extreme 
violence against themselves and their loved ones, displayed a 
reaction like that mentioned in Dr. Teicher and associates’ 
article. | 

My American outpatients, a heterogeneous group, were 
equally enthusiastic about fuoxetine’s lack cf side effects, 
along with the improved modulation of emctions. Many of 
my Cambodian and American patients had intrusive, obses- 
sive, violent thoughts before taking fluoxetine that were 
greatly alleviated by subsequent fluoxetine treatment, rather 
than vice versa. | 

Dr. Teicher and colleagues routinely used doses of 80 mg/ 
day. Two patients had their fluoxetine continued or the dos- 
age increased after a rash appeared—a clear c=ntraindication 
to continued use of fluoxetine. In one case. a steroid was 
added to ameliorate the rash while the probable offending 
agent was still being given. I have fcund doses of 20 mg every 
day or every other day to Fe effective, whi.e higher doses 
have led only to increased side effects. The hypersomnia, 
akathisia, and fatique noted in the authors’ patients would 
have led me to decrease the dose, not increase it. Finally, 
adding a stimulant, as was done in two cases, compounds an 
iatrogenic problem. 

The patients in the study by Dr. Teicher and associates 
were unique. Clearly, no generalization can be made to other 
psychiatric populations. These hospitalized, severely ill pa- 
tients had taken many previous medicaticns. All but one had 
had previous suicidal thinking, gestures, or attempts. Ia four 
of six cases, the patient was taking at least one other psy- 
choactive medication concurrently with the fluoxetine. No 
statement can reasonably be made about fluoxetine when a 
patient is simultaneously taking seven other psychoactive 
medications. Finally, were ary of these patients hospitalized 
concurrently, and might a “‘contagion” of suicidal ideation 
have developed among either the patients cr the mental 
health observers? 

Patients commit suicide every year with overdoses of tra- 
ditional antidepressants. It is nearly imposs.ble to commit 
suicide with a fluoxetine overdose. None of che six patients 
in this study did commit suicide. A study of ary change in the 
rate of suicide by antidepressant drug overdose since the 
introduction of fluoxetine might be illuminating. 

Fluoxetine is a revolutionary antidep-essant with many 
effective uses. Its relative lack of side effects is impressive. 
Psychiatric patients could be denied an efficacious, unique 
medication if the conclusions of Dr. Teicher et al:’s article 
were accepted uincritically. l 
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Sir: I would like to take issue with Dr. Teicher and col- 
lezgues’ inference of an association between fluoxetine and 
the emergence of suicidal states. All of their cases were very 
complex treatment failures. Four of their six patients re- 
ceived doses in excess of 40 mg/day, and only one received 
the dose recommended by the manufacturer, 20 mg/day. 
However, most str:king, and totally ignored in the discus- 
sicn, was the fact that ail of their patients had taken mono- 
amine oxidase inhibitors (MAOIs) previously. 

In my own practice, where we have treated over 300 pa- 
tients with fluoxetine with startling success, we have not 
observed this kind of suicidal agitation. However, we have 
consistently found that patients previously treated with 
MAOIs, even with washout periods of 2 months or more, 
experienced a high sensitivity to the arousing effects of the 
drag and frequently reported a dysphoric kind of agitation 
and jitteriness. One wonders if MAOIs leave behind an en- 
during neurophysiologicel alteration that creates this partic- 
ular kind of serotonergic hypersensitivity. 

It would be catastrophic if Dr. Teicher and associates’ 
article gave rise to hysteria that prevented patients from hav- 
ing the benefit of this unique and effective drug. 


RICHARD B. BERKLEY, M.D. 
West Hartford, Conn. 


Dr. Teicher and Associates Reply 


Sir: Dr. Miller’s letter is interesting and important and 
provides additional support for the use of low doses of flu- 
oxetine—-for some patients, possibly even lower than the rec- 
ommended daily starting dose of 20 mg. His hypothesis re- 
garding a possible contagion of suicide is interesting but 
unsupported. Only one of the stx patients whose cases we 
reported was hospitalized during the course of fluoxetine 
treatment. The remainder were outpatients, and as far as we 
could tell, having worked with them for several years, they 
were all completely unaware of one another. Moreover, the 
reactions we reported occurred over a time span of more 
‘than a year. 

Although Dr. Miller has not observed a single case of 
emergent suicidal preoccupation with fluoxetine despite ex- 
tensive clinical experience with this agent, his observations 
de not diminish the reality of this problem. Two of our 
. patients experienced this adverse response while taking rel- 
atively low daily doses (20-40 mg) of fluoxetine, and two 
patients developed this response while receiving only fluox- 
etine. Furthermore, Fava and Rosenbaum (1) recently pre- 
sented data on the emergence of suicidal ideation from a 
series of about 1,017 patients treated by 27 different psychi- 
atrists. They reported a 3.5% incidence of suicidal ideation 
emerging de novo in patients recéiving fluoxetine only and a 
6.5% incidence in patients receiving a combination of flu- 
oxetine and a tricyclic antidepressant. In June of this year, 
Dr. Barbara Geller, of the University of South Carolina, 
stated at an NIMH-sponsored workshop on the psychophar- 
macology of adolescent depression that she had to abruptly 
terminate'an open-label study of fluoxetine in adolescent 
outpatients with serious endogenous depression because of 
the de novo emergence of intense violent suicidal and/or ho- 
micidal ideation in five patients. Thus, we believe that this is 
a real adverse effect that occurs in certain patient populations 
urder as yet unspecified treatment conditions. Dr. Miller’s 
letter is important in identifying patient populations and 
treatment strategies that may minimize the likelihood of this 
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response. We hope that continued reports of both positive 
and negative experiences will more clearly identify patients 
who may be at risk and will delineate means of using this 
agent most safely. 

Regarding Dr. Berkley’s. letter, we take issue with two of 
his statements. First, he states that only one patient received 
the dose recommended by the manufacturer, 20 mg/day. Az- 
cording to the sackage insert and company literature, this is 
the recommended starting dose, and the dose may be in- 
creased to a maximum of'80 mg/day after several weeks if ro 
clinical improvement is observed with a lower dose. This 
recommendation was followed for five of the six patients 
reported. Those who went on to receive high doses did so 
gradually (patient 3 had an increase to 80 mg/day over 5 weeks, 
patient 5 had an increase to 80 mg/day over 8 weeks, and 
patient 4’s dose was increased to 80 mg/day over 12 weeks). 
The only exception was patient 1, who took part in a clinical 
trial of fluoxetine designed to determine dosing parameters 
prior to approval by the Food and Drug Administration. 

Second, Dr. Berkley states that we ignored in our discus- 
sion the observation that all of these patients had previously 
received treatment with MAOIs. ‘On the contrary, we were 
very aware of the possible sensitizing effects of previous 
treatments and emphasized this three times in the Discussion 
section (paragraphs 2, 5, and 9)..We also specifically dis- 
cussed this observation with the manufacturer and strongly 
urged them to review their records to ascertain whether pa- 
tients with histories of previous MAOI treatment had a 
greater incidence of adverse reactions. We should emphasize 
that only three of our reported patients had had recent ex- 
posure to MAOIs: The other three patients had last received 
MAOI therapy years before the initiation of fluoxetine, max- 
ing a short-term sensitizing effect unlikely. 
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Another Case of Self-Cutting After Combat Stress 


Sir: In a recent letter, Roger K. Pitman, M.D. (1) reported 
a case of self-mutilation following combat stress. We wish to 
report another such case in a patient with posttraumatic 
stress disorder (PTSD). Other reports have suggested similar 
traumatic origins for borderline personality disorder (2), 
multiple. personality disorder (3), and PTSD. Self-mutilation 
that seeks relief of tension rather than social response has 
been reported in both people and animals in traumatic situ- 
ations (4), It is well-known in borderline personalities. 
Greenspan and Samuel (5) reported similar self-cutting in 
previously healthy rape victims. 


Mr. A, a 42-year-old former Marine, reported a history 
of self-cutting behavior beginning approximately 1 month 
after returning from Vietnam. He would cut himself su- 
perficially on the wrists, forearms, face, and torso in re- 
sponse to severe bifrontal headaches that developed after 
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arguments with others. In these instances Mr. A would 
experience intrusive combat-related memories. Cutting him- 
self relieved the headaches and tension; the patient reported 
that if he did not cut himself at this point, he would often 
hurt someone else. During these episodes he experienced 
such perceptual disturbances as loss of color vision, time 
distortion, and hypesthesia. He estimated that he had re- 
sorted to self-cutting on approximately 20 occasions. In ad- 
dition to this behavior, Mr. A also reported symptoms more 
typically associated with PTSD, such as hypervigilance, 
nightmares of combat, and social withdrawal. 

Mr. A had served in Vietnam for a year. He had expe- 
rienced a moderate amount of combat and witnessed the 
deaths of several friends. After these experiences he be- 
came more withdrawn, avoiding interactions with others 
in his unit unless absolutely necessary. He was involved in 
several incidents in which he tortured or killed Vietnamese 
nationals, and he reported persistent guilt over this. 

After returning from the war, this patient showed be- 
havior in addition to self-laceration that is sometimes as- 
sociated with the borderline syndrome. He engaged in 
polysubstance abuse, was involved in multiple street fights, 
and made several suicide attempts by drug overdose. How- 
ever, Mr. A’s prewar personality had been markedly dif- 
ferent from this. According to his wife, he had been an 
outgoing person with no history of substance abuse, vio- 
lence, or criminal activity before his enlistment in the mil- 
itary. He had worked from the age of 7 through his high 
school years transporting groceries for neighborhood 
women. Although he reported having been raised by a 
strict and sometimes harsh father, he denied having been 
abused in any way during childhood. 


We conclude that combat stress can lead not only to the 
symptoms commonly associated with PTSD but also to self- 
mutilation for relief of tension. We recommend further in- 
vestigation into the occurrence of posttraumatic “border- 
line” behavior. 
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Obsession or Worry? 


Sir: Diagnostic precision is critical for studying etiology, 
natural history, and response to treatment. Especially impor- 
tant are clear boundaries between specific diagnostic entities. 
The boundaries in DSM-III-R between obsessive-compulsive 
disorder and generalized anxiety disorder are blurred. With 
the exception of worries about contamination, which are 
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specifically assigned to the criteria for obses:ive-compulsive 
disorder, obsessions characteristic of that disorder. and wor- 
ries essential to generalized anxiety disorder are not de- 
scribed in mutually exclusive terms. The mznual does not 
discuss generalized anxiety disorder in the text on differential 
diagnosis of obsessive-compulsive disorder, and vice versa. 

Whether a specific mental phenomenon is considered an 
obsession or an excessive worry is determine= largely by the 
approach taken by the examiner in exploring the symptom. 
While obsessions are defined in terms cf their intrusiveness, 
distressing quality, origin within the se:f, un zasonableness, 
and the patient’s resistance, “excessive anxiet+ and worry” is 
assigned no specific characteristics. DSM-III-=. offers “worry 
about possible misfortune to one’s child (who is in no dan- 
ger)” as an example of thought contenz in g2neralized anx- 
iety disorder. The manual does not discuss wether a person 
with generalized anxiety disorder experiences such a worry 
as recurrent, intrusive, distressing, and as or. ginating in the 
self, although worries would seem to have these attributes if 
the person is symptomatic. The question of whether such a 
worry is recognized by the sufferer as unrezsonable is not 
discussed in DSM-III-R, and so its use as a distinguishing 
characteristic is not addressed. One might arsue that an ob- 
session has some irrational core, represents a- unnatural in- 
terruption in continuity of thought, or is resized, whereas a 
worry seems more plausible, is more consistent with the 
overall progression of thougat (i.e., persister: worry about 
everything), and is little resisted. The diagnostic criteria and 
the text of DSM-III-R do not discuss these ¢etential points 
of distinction. The presence of compulsions cannot be the 
arbiter in all cases, since compulsions are not always present 
in obsessive-compulsive disorder. Further, generalized anxi- 
ety disorder is often accompanied by efforts to seek reassur- 
ance, such as telephoning and checking the cbck—phenom- 
ena that might be considered compulsions. The worries of 
generalized anxiety disorder must be accompanied by symp- 
toms of physiological arousal, but the presence of such 
symptoms does not preclude obsessive-compulsive disor- 
der, which is often itself accompanied by such arousal. 
There must be two or more worries to qualit» for the diag- 
nosis of generalized anxiety disorder, but obsessions often 
are multiple. 

What is the distinction between a worry anc an obsession? 
Is there one? In our view, DMS-III-R does zot establish a 
basis for distinguishing these phenomena or zhe diagnostic 
entities they represent. The result is that some cohorts of 
patients with obsessive-compulsive disorder may include per- 
sons with generalized anxiety disorder, and vice versa. This 
might affect epidemiologic, treatment outcorre, and natural 
history studies. What is the true comorbidit> of these two 
disorders? To what extent are symptoms of one being as- 
signed a role in the diagnosis of both? Perhaps <bsessions are 
like pornography: you know them when you se them. How- 
ever, for research we must strive to do better. 


THOMAS B. MACKENZIE, M.D. 
GARY CHRISTENSON, M.D. 
JEROME KROLL, M.D. 
Mirxeapolis, Minn. 


Comment on DSM-III-R Panic Disorder Witt Agoraphobia 
Sir: As a group of Italian physicians work=g in forensic 


psychiatry, we frequently see patients in the correctional 
field. Having noticed what in our opinion is zn imprecision 
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in DSM-III-R, we take the liberty of bringing this to Journal 
readers’ attention. In DSM-III-R under the heading of Panic 
Disorder, the manual lists only panic disorder with agora- 
phobia (300.21) and penic disorder without agoraphobia 
(300.01) 

In clinical practice we often see prisoners who have panic 
attacks with claustrophobia. Recently, we have had three 
consecutive cases, all of which involve young men in custody 
who are awaiting trial. In one case the attacks. had also oc- 
curred before imprisonment; in the other two they appeared 
only after the men were imprisoned. All three patients are 
resistant to drug treatment with either tricyclic antidepres- 
sants or alprazolam. They have daily to weekly panic at- 
tacks, with massive cardiovascular, respiratory, and/or neu- 
rcvegetative symptoms. Under Italian law such a condition 
could be grounds for a decision of incompatibility with 
prison life and concession to house arrest. A judge could 
therefore consult DSM-III-R and fail to find “panic disorder 
with claustrophobia,” alzhough some of the symptoms listed 
therein (e.g., panic attack when in an elevator) do actually 
appear to-refer to claustrophobia, Of course, these could be 
classified as panic discrder without agoraphobia. At any 
rate, the claustrophobic element is specific to the condition in 
the prison setting, since continuation of imprisonment pre- 
vents handling of the case and therefore, according to Italian 
law, warrants the incompatibility decision. 

Would it not be feasible to redesignate the category as 
“panic disorder with agaraphobia or claustrophobia” and to 
modify the criteria accordingly? We understand that this 
problem largely concerrs the Italian forensic field. Neverthe- 
less, in view of the worldwide acceptance of DSM-III-R as 
the basic taxonomy in mental illness, DSM-III-R should, in 
our opinion, address the needs of as many national medi- 
colegal systems as possible. Particularly in countries under 
Roman law, precise legal terminology is of paramount 
importance. 

Incidentally, panic attacks with claustrophobia—men- 
tioned in 1960 by Mayer-Gross et al. (1)—are not mentioned 
by Uhde and Nemiah {2). | 

We would be interested to know whether similar cases 
have come to the attention of American colleagues. 
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Seasonal Independence of Decreased Intraocular Pressure 
Dynamics in Seasonally Depressed Women 


Str: There is evidence to suggest that amplitudes of circa- 
dian rhythms are abnormally low in depression (1). We have 
suggested that also the hemodynamics of the eye may be 
dampened in seasonal affective disorder. We have found 
much lower intraocular pressure values during the afternoon 
hours in seasonally depzessed patients than in healthy sub- 
jects and a reduction in the rate of secretion of the aqueous 
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fluid in women with seasonal affective disorder before they 
receive phototherapy. 

There are different types of diurnal intraocular pressure 
curves, the most common one showing a rise during the early 
morning hours and a fall in the afternoon (2). There is also 
good evidence of seasonal variations.in intraocular pressure, 
with lower pressures tending to occur in summer (3). In this 
context, we now wish to report some preliminary data on the 
seasonal independence of decreased ocular pressure dynam- 
ics in a group of women with seasonal depression. 

We investigated tonographically seven women aged 25—42 
years who had been given diagnoses of a seasonal pattern of 
major depression according to DSM-III criteria. Ten age- 
matched healthy women served as the control subjects. All 
subjects gave written informed consent to participate in the 
study. Studies in both groups were made in summer (the end 
of May through July) and in winter (December through Jan- 
uary). To avoid variations in intraocular pressure that occur 
during the menstrual cycle, the subjects were examined in the 
middle of the cycle. To be included, the patients had to have 
a score of at least 16 on the Hamilton Rating Scale for De- 
pression. Applanation tonometry with a plunger load of £.5 
g was performed at 8:30 a.m. in both seasons. The flow iF) 
of the aqueous humor was counted according to the formula 
F=C(P—8), in which C is the outflow in cubic millimeters per 
minute per millimeter of mercury, P is the applanation pres- 
sure before the tonography, and 8 is the episcleral vencus 
pressure. 

The results showed that the women with seasonal affect-ve 
disorder had significantly lower intraocular pressure and 
flow of the aqueous humor in both seasons. Thus, in summer 
the mean+SD intraocular pressures of the patients and the 
control subjects were 13.1+1.4 and 15.8+1.2 mm Hg, re- 
spectively, and the F values were 1.5+0.6 and 3.4+0.9 mm”/ 
minute, respectively (p<0.01 for both comparisons). Similar 
differences were’ found in the winter months: intraocular 
pressures were 12.7+1.2 and 16.4+1.5 mm Hg, respac- 
tively, and F values were 1.20.5 and 2.9+0.7 mm?°/minute, 
respectively (p<0.01 for bóth comparisons) (Mann-Whitney 
U test). 

Since light has been reported to improve winter depression 
(4) and to increase the flow of clear fluid in normal eyes (5), 
we may speculate that the possibility of a decreased flow in 
seasonal depression might account for an overall decrease in 
ocular pressure dynamics and thus be responsible, for exam- 
ple, for more erratic diurnal variations in intraocular pres- 
sure and less proper responses to such environmental factors 
as the darkness and cold temperature of winter days. Again, 
since prolactin is known to stimulate reabsorption of elec- 
trolytes and water from blood to the aqueous humor, and 
decreased prolactin secretion has been strongly linked with 
seasonal affective disorder, we propose that observed de- 
rangements of prolactin could possibly be secondary to zhe 
lowered intraocular pressure values. This might, in fact, be 
the case, since a hypothesis of increased dopamine function is 
not consistent with the observations of decreased locomotion 
and affective behavior in these patients. - 
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Initial Reaction and Subsequent Response to 
Antidepressants in Panic Patients 


Sir: Reports have indicated that panic patients treated 
with tricyclic antidepressants or fluoxetine may have a wors- 
ening of their condition within the first week, which often 
causes them to drop out of treatment {1—3}. In this report, we 
explore the possibility that this worsening may be explained 
by the higher sensitivity of some panic patients to antidepres- 
sants and that it may be used as a marker for response to a 
lower dose. 

Twenty patients with DSM-III-R diagnoses of panic dis- 
order with or without agoraphobia who had been admitted 
to the anxiety disorders program at the University of Cali- 
fornia, Los Angeles, were treated randomly with fluoxetine 
or desipramine. We used an open-label, flexible-dose design. 
Doses of desipramine ranged from 5 to 250 mg/day, and 
doses of fluoxetine ranged from 5 to 40 mg/day. 

We observed that several of the patients had strong initial 
increases in anxiety and panic symptoms during the first 
week of treatment. They had at least a 25% increase in their 
scores on the Hamilton Rating Scale for Anxiety and the 
Four-Dimensional Anxiety Scale (4), and they also had sig- 
nificant increases in the number and intensity of panic at- 
tacks. A total of 13 patients, six of the 10 patients treated 
with fluoxetine and seven of the 10 patients treated with 
desipramine, had this initial reaction. However, by the tenth 
week of treatment, 10 of these 13 patients had a dramatic 
response, with no major panic attacks and significant de- 
creases in scores on the two anxiety scales. They were judged 
much improved on the Global Assessment Scale. Only three 
of the patients who had the initial reaction were eventually 
unable to tolerate the treatment. The seven patients who did 
not have the initial reaction required larger doses of their 
medications. Four of these seven failed to respond. 

The improvement was similar in both treatment groups as 
observed on the self-rated and the clinician-rated measures. 
These findings suggest that both fluoxetine and desipramine 
may be effective antipanic agents. It also suggests that the 
initial increase in anxiety and panic may be a possible marker 
for the subsequent response to lower doses. 

Some of the possible explanations for our findings are 
heightened initial neurotransmission coupled with presynap- 
tic or postsynaptic sensitivity (5), presence of higher blood 
levels at lower doses of medicine, or heightened individual 
sensitivity, 

It is often difficult to distinguish the initial increase in 
panic from the increase in anticholinergic or serotonergic 
side effects that may be caused by these drugs. Our findings, 
although interesting, are disputable because of the small 
sample, open-label design, and presence of secondary depres- 
sion in some patients. A larger, more carefully designed study 
is needed to clarify questions raised by this ‘protocol. 
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Manic Illness Presenting With Physical Symptoms 


Sir: Mania, like its sister, depression, can present with a 
sometimes distracting variety of physical symptoms (1-3), 
such as neck pain, sinus pa:n, and abdominal cramping. | 
undertook a chart review, using a checklist covering muscu- 
loskeletal, gastrointestinal, vestibular, and paranasal sinus 
areas and noting physical complaints documented in prog- 
ress notes, of 302 patients that I had treated zver a 12-year 
period in the psychiatric division of a general hospital. These 
302 patients had been given discharge diagnoses of mania 
and also met the DSM-III criteria for mania. Cases of mania 
secondary to endocrine or CNS disease werz not included. 
The symptom checklist also included a rating of response of 
the physical symptoms to the treatment for mania. This ret- 
rospective review had the limitations of lack of control sub- 
jects and absence of rigorous definition of symptoms. None- 
theless, it revealed a surprisingly high preminence and 
diversity of symptoms. 

Of the 302 hospitalized manic patients, 178, or 58.9%, 
were female, and the mean age when they first sought treat- 
ment was 32 years (range= 16—68 years). One hundred forty- 
three patients (47.4%) showed a majer physical symptom 
during the episode of mania. For 102 patients a physical 
symptom constituted the primary complaint. Of the 302 pa- 
tients, 232 had a first-degree relative with mood disorder. 

Muscle pain, headache, neck pain, back pzin, and chest 
wall pain were the most common physical symptoms; they 
appeared in 103 of the 143 cases. Some patients were using 
sedatives or analgesics for sech pain. Many had undergone 
extensive study before referral to the psychiatrist. Typically, 
the patients showed a manic pattern ol agitation and pres- 
sured speech in discussing these physical symptoms, a pat- 
tern that can divert clinical attention away irom the symp- 
toms themselves. Digestive symptoms sucz as soreness, 
burning, or cramping in the abdomen or lonse stools were 
next most common; they appeared in 101 x7 the 143 pa- 
tients. A feeling of discomfort, fullness, or exaggerated sati- 
ety was present in 49 of these 101 patients. 

Seventeen patients had complaints of dizziness or sensa- 
tions of head motion, nausea, motion sickness upon walking, 
moving, looking down, or watching traffic, cr nausea when 
watching strobe lights. Patients typically are frightened by 
these symptoms, and the clinician is challenged by their ob- 
vious origin in brain dysfunction. Perhaps such symptoms 
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represent exaggerated vestibular sensation activated along 
with the autonomic dysfunction seen in mania. 

Twenty-nine patients -eported draining, fullness, or pain 
in the paranasal sinuses. Of these, 21 were using sympatho- 
mimetic preparations that can aggravate or precipitate manic 
episodes. Characteristically, these patients were intensely 
dysphoric and specifically fearful of stopping their sinus 
medications. Typically, tne use of lithium to control the ma- 
nia also controlled the sinus symptoms, after which the ag- 
gravating medication could be removed. 

The prominence of these physical symptoms along with 
mania can distract the patient and physician from initiating 
the use of lithium salts and other treatment for mania. The 
usual and typical course is that the physical symptoms 
promptly remit as che mania comes under control with spe- 
cific treatment. In a considerable fraction of the cases I have 
described, distraction of care toward attempts to relieve the 
physical symptoms had delayed commencement of specific 
treatment for mania. 
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Use of Unproven and Unapproved Drugs to Treat Cocaine 
Addiction 


Sir: Although there nave been reports (1, 2) of desi- 
pramine’s statistically siznificant efficacy in the outpatient 
treatment of cocaine addicts, other investigators (3, and un- 
published manuscript by I. Arndt et al., 1989) have found no 
differences between desipramine and placebo with respect to 
patients’ craving for cocaine, retention of patients in treat- 
ment, and their use of cocaine during treatment. More im- 
portant clinically, Gesipremine has not been demonstrated to 
improve retention of patients in outpatient treatment or de- 
crease rates of relapse. Thus, clinically significant efficacy of 
desipramine in the treatment of cocaine addiction has not yet 
been demonstrated. Moreover, although there have been no 
reports of cardiovascular problems by cocaine addicts receiv- 
ing desipramine in controlled studies, tricyclic antidepressant 
medications may affect cardiovascular function by causing 
postural hypotension or slowing cardiac conduction (4). 

Given that desipramine is approved and available for 
treatment of depressive syndromes, precautions are advised 
for physicians who prescribe desipramine or other as yet 
ur.proven medications ‘e.g., imipramine, carbamazepine, 
and amantadine) for cocaine addicts without the symptoms 
and clinical course of a major depressive syndrome or other 
conditions for which a drug is approved. In these situations 
one may wish to use measures similar to those used by clin- 
ical researchers testing an investigational drug: writing a 
treatment protocol, having the protocol reviewed and ap- 
proved by an institutional review board, and using informed 
consent procedures whica state to prospective volunteer pa- 
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tients that the drug is so far unproven for treatment of co- 
caine addiction and which list possible adverse reactions. 

Further research on desipramine and other pharmacolcg- 
ical agents is needed in order to better determine their ef- 
ficacy in the treatment of cocaine addiction, which is pres- 
ently an important public health problem. 
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WILLIAM W. WEDDINGTON, M.D. 
Chicago, Sil. 


Effects of Sedatives and Neuroleptics 


Sir: I found “Time Course of Antipsychotic Effects of 
Neuroleptic Drugs” by Paul E. Keck, Jr., M.D., et al. (1) to 
be a blockbuster. It is the first anti-antipsychotic article I’ve 
seen in many years. 

There is a seeming contradiction: “The efficacy of neuro- 
leptics ... has been established beyond doubt” versus “The 
same overall degree of improvement was observed... with 
all the agents tested”? and “When a neuroleptic was com- 
pared to a sedative... the sedative demonstrated efficacy 
similar to that of the neuroleptic during the first day . . . and 
through 4 weeks ... of treatment.” 

Many questions arise in this admittedly naive clinician. 
Has our clinical judgment about the efficacy of antipsychot- 
ics been a fixed, encapsulated, delusional perception, system- 
atized by the dopamine hypothesis? What are the implica- 
tions for the dopamine hypothesis? If there is no difference 
in outcome in a month, how about 2 months, or 6, or a 
year, or a lifetime? Do sedatives prevent relapse as well as 
antipsychotics do? Are we back to square 1 in antipsychoz-ic 
psychopharmacology? 
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CALVIN N. TURNS, MD. 
Taif, Saudi Arabia 


Decisions in Psychopharmacologic Treatment 


Sir: I was immediately taken by the letter from Lakshmi 
N. Yatham and associates (1). Although the intent of the 
letter was clearly to raise interest in exploring the safety and 
efficacy of combining carbamazepine with monoamine oxi- 
dase inhibitors (MAOIs), I believe the letter raises a far more 


Am ] Psychiatry 147:11, November 1990 


daunting question: what are the appropriate algorithms for 
making clinical decisions in psychopharmacologic treatment 
of the elderly? The issue of carbamazepine serum level and its 
variability in the presence of MAOIs is only one of a number 
of questions regarding efficacy and toxicity in the authors’ 
case report. Is carbamazepine an appropriate first-line treat- 
ment for poststroke depression? Should three psychoactive 
pharmaceuticals be used during the first step of a treatment 
strategy for this disorder (2)? Is the carbamazepine and lith- 
ium combination safe (3)? Is the blood level of carbamaze- 
pine the only relevant risk factor with respect to the phar- 
macodynamic impact of carbamazepine and phenelzine or 
other MAOIs in combination (i.e., what are the risks of de- 
lirium, postural hypotension, and hypertensive crisis, in par- 
ticular}? Does carbamazepine, with its tricyclic structure not 
dissimilar to that of tricyclic antidepressants, adversely po- 
tentiate the risk of hypertensive crises when it is used con- 
comitantly with MAOIs? Moreover, was the combination of 
carbamazepine and phenelzine in this case necessary, as 
phenelzine alone or no treatment might have worked equally 
well? 

By my estimate, a minimum of 12 weeks would have been 
necessary to achieve remission in this case. Was the clinical 
algorithm, described by the choices made for the patient, the 
most efficient in time and the least toxic in risk, given the 
initial diagnostic impression? With the myriad agents and the 
endless combinations of such agents now available, the po- 
tential risks of any one combination are overwhelmed by the 
need to devise and test well-defined algorithms of clinical 
decision that maximize the efficiency and minimize the risk 
throughout the course of treatment. 

The case of Ms. A clearly demonstrates the need to review 
and reevaluate the willingness to prescribe atypical agents 
and combinations of agents. Decision-analytic research 
should be brought to bear on this complex subject (4). 
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DAVID GREENSPAN, M.D. 
Philadelphia, Pa. 


Hopelessness as a Predictor of Suicide 


Str: It was with great interest that I read the article by 
Aaron T. Beck, M.D., and associates (1) on the relationship 
between hopelessness and suicide. They attempted in this 
article to emphasize hopelessness as one of the central issues 
the clinician needs to appreciate when assessing the potential 
for suicide in depressed outpatients. They addressed the 
question of how we can better identify the depressed indi- 
vidual who. is eventually going to commit suicide, which is 
obviously important, as up to 10% of depressed hospitalized 
patients will eventually commit suicide (2). Although this is 
a high prevalence, it is low enough to mandate that the sen- 
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sitivity and specificity of a screening test to predict suicide be 
high in order to detect with reasonable certaaty the risk for 
an individual patient (3). Furthermore, the a=pect of a test’s 
capabilities that the clinician will be most interested in is the 
positive predictive value (3). 

In the study by Dr. Beck and associates, me Beck Hope- 
lessness Scale seemed to have fairly good senstivity (94.1%), 
but specificity was lower (41.0%) with a cvzoff score of 9. 
Furthermore, a high-risk score on the hopelesness scale was 
11 times more likely than a low-risk score to =redict suicide. 
These numbers indicate that this is a very good instrument 
for assessing risk of suicide. However, due t the low prev- 
alence of suicide in this study, the yield when zhis instrument 
was applied was only 1.4%. In other words, =nly one or two 
patients of every 100 identifed through this nstrument will 
eventually commit suicide in the follow-up seriod used by 
Dr. Beck and associates. 

Furthermore, when this erticle compares the efficacy of 
this instrument in assessing suicide risk relat. ze to other fac- 
tors, the reader needs more information to t= able to calcu- 
late the positive predictive value. As an example, we are not 
given the exact numbers of male patients and zlcohol-related 
diagnoses. If one-third of the total sample ar2 men, the pos- 
itive predictive value is 1.4%, and if we assume that alcohol- 
related diagnoses are as common in the waole sample as 
among the suicide victims, the positive predictive value is 
0.9% for the patients with alcohcl-related Gagnoses. Con- 
sider, though, that if the prevalence of alcolsl-related diag- 
noses in the sample is 20% instead of 29.4 %, the positive 
predictive value is 1.3%. What this emphaazes is that the 
hopelessness scale with a cutoff score of 9 m=v have an abil- 
ity similar to that of a diagnosis related to alcohol and of sex 
to predict who among the patients we see today will be 
among the 10% who eventually commit suic de. Our ability 
to predict who is going to commit suicide cleerly depends on 
what type of patient population we are look ng at. Compar- 
ing one predictor with another can, therefors, be misleading 
unless the full sample in which these meas-res are used is 
described with respect to all significant variables. 
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KRISTINN TOMASSON, M.D. 
Jowa City, Iowa 


Dr. Beck and Dr. Steer Reply 


Sir: Dr. Tomasson makes two relevant observations with 
respect to our report on the prediction of suiade on the basis 
of the Beck Hopelessness Scale. First, in answer to the com- 
ments on positive predictive value, Baldessar:1i et al. (1) have 
previously presented examples of how even izstruments with 
high sensitivity yield very low positive prediczve values when 
the incidence of the phenomenon under st_dy is low. We 
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recognize the inherent base rate problem with the positive 
predictive value for the kopelessness scale (2). 

While we subjected our data to the conventional statistical 
procedures relevant to sensitivity, specificity, and positive 
predictive value, it should be noted that these procedures are 
conventionally used to index a test's ability to identify a 
disease that is already present. They are not generally used to 
assess a test’s ability to forecast either the later development 
of a disease or ultimate death from that disease. 

A more appropriate index of the value of the Beck Hope- 
lessness Scale is the concept of “relative risk.” The scale was 
able to isolate a high-risk group that was 11 times more 
likely to commit suicide than the rest of the patient sample. 
In this respect, the prediction of eventual suicide is analogous 
to the prediction of deatk from heart disease or cancer from 
heavy smoking. Studies in those areas focus on risk factors 
rather than on positive predictive value. 

Second, Dr. Tomasson expresses concern about our lack 
of data with respect to the combinations of other demo- 
graphic variables in forecasting suicide. Our analysis re- 
ported only the findings based on the hopelessness scale, 
since the study was intended to be a cross-validation of our 
previous results with hospital inpatients, in which the only 
variables that predicted ultimate suicide among those with 
suicidal ideation were the Beck Hopelessness Scale (3) and 
clinical ratings of hopelessness (4). Further analysis of our 
outpatient data has provided preliminary evidence that other 
factors, such as low self-concept, previous suicide attempts, 
severity of suicidal intent, and a history of alcoholism, also 
make a contribution to future suicide. However, these find- 
ings will have to be validated in another study. 

The important clinical question is, How can these findings 
best be applied in clinical practice? We believe that the more 
than 90% success rate in forecasting ultimate suicide of both 
inpatients (3) and outpatients indicates that the Beck Hope- 
lessness Scale may help clinicians identify patients who are at 
highest risk for eventually committing suicide and, conse- 
quently, focus treatment on suicide prevention. Also, an el- 
evated score can prompt the primary care physician to delve 
further into the patient’s symptoms and personal problems 
and then make a psychiatric referral if indicated. 

Since hopelessness can be reversed by psychosocial or 
pharmacological interventions (5), its identification may be 
life-saving for the indivicual patient. Further, high scores on 
the Beck Hopelessness Scale have been shown to predict fu- 
ture nonfatal suicide attempts by patients who have been 
hospitalized previously for attempted suicide (manuscript by 
A.D. Brittlebank et al., 1990). Thus, the scale may have a 
broad applicability. It may also be a useful tool for assessing 
the need for hospitalization, involuntary commitment, and 
suicide precautions. 
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AARON T. BECK, M.D. 
ROBERT A. STEER, ED.D. 
Philadelphia, Pa. 


Personality Traits and Ethnic Background 


Sir: In their article on transethnic adoption and personal- 
ity traits (1), Wen-Shing Tseng, M.D., and associates argued 
that there are personality traits learned early in life which are 
specific to and characteristic of a culture—in this case, Jap- 
anese. Unfortunately, the design of the study only suggests 
this. One cannot rule out the effects of the subjects’ location 
(the China Returned Orphans Settlement Promotion Center) 
on the respondents. For example, could they have been in- 
fluenced to cite different (non-Chinese) traits because of a 
desire to confirm the “‘Japaneseness”’ of their spouses and, 
thus, enhance acceptance of them? 

The authors stated that the non-Chinese traits cited by the 
spouses “can be matched with the traits that we have de- 
scribed as characteristic of the Japanese character in gener- 
al.” Since there are no references in the article to this, where 
did the authors describe them? This is important, since it is 
the crux of the authors’ argument. 
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GORDON D. JENSEN, M.D. 
Davis, Calif. 


Dr. Tseng and Associates Reply 


Sir: Dr. Jensen is correct in his concern that, when the 
Chinese spouses in our study were asked whether they had 
noticed any personal characteristics about their spouses who 
were Japanese war orphans, they might have cited certain 
traits because of a desire to confirm the spouses’ “Japanese- ` 
ness.” This point was taken into consideration when the 
interviews were conducted. The questions were phrased care- 
fully by asking whether they had noticed any traits of their 
spouses that contrasted with those of (Chinese) people in 
general. They were not asked to describe any “Japaneseness”’ 
they found in their Japanese war orphan spouses. As a result, 
various traits were reported, which included some with “‘neg- 
ative” value, such as “severely disciplines children,” “acts 
fast/impulsively,” and “has a temper.” Therefore, it is our 
opinion that the responses were not affected by the couples’ 
enrollment in the China Returned Orphans Settlement Pro- 
motion Center at the time of the interview. 

After the article was published, 50 Japanese-orphan and 
Chinese-spouse couples who decided to stay in China were 
interviewed in China by the same method. A similar result 
was obtained among these couples who have no desire to be 
considered Japanese. Therefore, the influence of the desire 
for conformity on the interview can be considered minimal. 
As a part of the overall project, all the Japanese orphans and 
their Chinese spouses were administered personality ques- 
tionnaires. The results of these objective measurements will 


Am J] Psychiatry 147:11, November 1990 


be available in the future to compare with the results from 
the subjective interviews. 

As for the second question concerning the description of 
Japanese characteristics, the information was based mainly 
on the studies by Doi and by Lebra, cited in references 17 
and 18, respectively, in the article. Additional resources in- 
clude the works of Benedict (1), Caudill and Weinstein (2), 
and Lebra and Lebra (3). 
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WEN-SHING TSENG, M.D. 
Honolulu, Hawati 

KEISUKE EBATA, M.D. 
MASAHIRO MIGUCHI, PH.D. 
MIDORI EGAWA, PH.D. 

Tokyo, Japan 

DENNIS G. MCLAUGHLIN, PH.D. 
Honolulu, Hawati 


Seasonal Variation in Bulimic Symptoms 


Sir: In his letter on light therapy for seasonal bulimia (1), 
Raymond W. Lam, M.D., F.R.C.P.(C), asserted that “winter 
worsening of mood and bulimic symptoms is commonly seen 
in bulimia nervosa.” Perhaps Dr. Lam has jumped the gun in 
using the term “seasonal bulimia” on the basis of a single 
case report in which a clinically insignificant change in fre- 
quency of binges from 12 to six times per week occurred as 
a result of the patient’s exposure to bright light. The patient 
he described seemed to suffer from seasonal affective disorder 
in addition to bulimia. A more powerful finding would be that 
of seasonal changes in eating behavior (binges) as well as in 
core psychopathologic attitudes and beliefs related to weight 
and shape in a patient free of any mood disturbance. 

To account for winter worsening of bulimic symptoms in 
bulimia nervosa, Dr. Lam listed a number of important psy- 
chosocial variables. These factors, in addition to a mood state 
that responds to light therapy, may be important in influencing 
the natural history of bulimic symptoms. Investigators have 
shown that there is a waxing and waning of binge frequency 
over time in most patients (2). Dr. Lam suggested that seroto- 
nergic dysfunction has been implicated in the carbohydrate 
cravings found in patients with seasonal affective disorder. It is 
interesting to note that a recent study (3) has shown that bu- 
limic patients have less seasonal variation in platelet serotonin 
uptake than normal control subjects. 

We have recently completed a retrospective pilot study of 
seasonality of symptoms in a group of 165 patients with 
` bulimia nervosa admitted to an eating disorder day hospital 
program over a 5-year period. At the time of admission, each 
patient was assessed in terms of démographics, eating atti- 
tudes and behavior, eating and weight history, depression, 
anxiety, general psychopathology (including dimensions of 
personality and suicidality), and social adjustment. Subjects 
were retrospectively assigned to one of four seasonal groups 
on the basis of date of admission. Analysis of variance indi- 
cated differences only on age (mean+SD: summer, 27.83+ 
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9.7 years; fall, 23.64+4.3 years; p<0.02), social adjustment 
rating (mean+SD: spring, 2.74+0.5; summer, 2.32+0.6; 
p<0.02, spring group more maladjusted), and scores on the 
anxiety and borderline scales of the Millon Clinical Multi- 
axial Inventory (4) (mean+SD for anxiety scale: spring, 
100.85+5.2; winter, 83.90419.5; p<0.02; for borderline 
scale: spring, 87.15+13.6; winter, 72.95£13.1; p<0.04). 
There were no differences across seasons cn measures of 
binge frequency, eating attitudes, or depression. Elevated 
borderline scale scores in the spring could th2oretically re- 
flect increased impulsivity secondary to lowered 5-hydroxy- 
indoleacetic acid levels in spring (5). 

Firm conclusions regarding seasonality in bulimia cannot 
be drawn from such a study or from a single case report. It 
is possible that there are subgroups within a heterogeneous 
population of bulimic patients who demonstrate clinically 
significant seasonal shifts in binge frequency and in core 
psychopathologic symptoms independent of any mocd dis- 
turbance and for whom light therapy could be selectively 
prescribed. We are now conducting a prospective study ex- 
amining seasonal patterns of symptoms in a g-oup of bulimia 
nervosa patients with and without mood disorder. We hope 
that this study will be able to establish whether seasonal 
bulimia is a true clinical entity. 
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ALLAN S. KAPLAN, M.D., F.R.C.P.(C) 
ROBERT D. LEVITAN, M.D. 
Tororta, Ont., Canada 


Dr. Lam Replies 


Str: Drs. Kaplan and Levitan are certainly welcome to 
question my provocative use of the term “seasonal bulimia.” 
Since no one else has used the term, I simply took the pre- 
rogative to use it to describe seasonal exacerbations of bu- 
limic symptoms. They are also correct in stating that their 
interesting data do not rule out a subset of *'seasonal” bu- 
limic patients. A similar situation cccurs with seasonal affec- 
tive disorder, where a clinically distinct subset is obscured 
when one looks at seasonal variability across a heteroge- 
neous depressive sample. 

Because mood disturbance is so common i=. bulimia, how- 
ever, I would not exclude concomitant seasonal mood 
changes in any definition of seasonal bulim:a. It is possible 
that the patient I described coincidentally Fad seasonal af- 
fective disorder in addition to bulimia, but recent evidence 
suggests a high prevalence of seasonal mocd symptoms in 
bulimia. In a study using the Seasonal Pattern Assessment 
Questionnaire (1), a self-rated retrospective questionnaire 
developed for use in seasonal affective disorder, bulimic pa- 
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tients were more similar to patients with seasonal affective 
disorder than to a normal control group in describing sea- 
sonal mood, weight, appetite, and eating patterns (2). In our 
study of an unselected group of 26 bulimic patients who 
completed the Seasonal Pattern Assessment Questionnaire, 
46% met the case-finding epidemiologic criteria for seasonal 
affective disorder, as detined by Kasper et al. (3), compared 
to 4.3% of a randomly selected community sample (x7=14.0, 
p<0.0002) (4). This finding is unlikely to be due to independ- 
ent segregation of seasonzl affective disorder and bulimia. An- 
other study found that 41% of 319 overweight women re- 
cruited for a diet study had regular seasonal weight changes. 
This seasonal subset reported an average 13-lb weight gain in 
full/winter, associated with carbohydrate craving, and an av- 
erage 11-lb weight Joss in spring/summer, a pattern similar to 
that found in patients with seasonal affective disorder (5). 
These studies sugzest that seasonal mood and appetite 
changes may indeed be linked to changes in eating that can 
exacerbate bulimic symptoms. I will certainly look forward 
to more systematic studies from Drs. Kaplan and Levitan, 
our group, and investigators in other centers who are explor- 
ing the issue of seasonality in bulimia nervosa. 
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RAYMOND W. LAM, M.D., F.R.C.P.(C) 
Vancouver, B.C., Canada 


Multiple Personality Diagnostic Criteria 


Sir: “Structured [nterv.ew Data on 102 Cases of Multiple 
Personality Disorder From Four Centers” by Colin A. Ross, 
M.D., F.R.C.P.(C), and associates (1) indicated that multiple 
personality disorder has a stable, consistent set of features, 
that it may be diagnosed with a structured interview in many 
cases, and that “‘once a systematic inquiry for multiple per- 
sonality disorder is made part of the routine diagnostic as- 
sessment ... the disorder will no longer be thought to be 
rare.” In addition to a structured interview, the authors pro- 
posed a third diagnostic criterion: the presence of at least one 
of four indications of amnesia. 

But why would the diagnosis of multiple personality dis- 
order ever require such systematic inquiry? If a patient truly 
fulfilled the basic diagnostic criteria and was in fact alternat- 
ing among different personalities, how could one miss such a 
thing or mistake it for anything else? While the DSM text 
does include some cautionary information in this regard 
(e.g., that the presenting personality often does not know of 
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the other personalities), the diagnostic criteria as they naw 
stand do not suggest that the multiple personalities them- 
selves ever stay out of sight, pass for each other, or are oth- 
erwise not immediately recognizable. Perhaps criterion A 
should be revised to state, “The existence within the person 
of two or more distinct personalities or personality states 
(each with its own relatively enduring pattern of perceiving, 
relating to, and thinking about the environment and self), 
recognition of which often requires systematic inquiry.” 

Now, against this proposal, it may be argued that all diag- 
noses require systematic inquiry. But the problem is that crite- 
rion A in DSM-III-R together with stereotypical expectations 
for this disorder mislead us to expect that the alternating per- 
sonalities will be readily recognizable, when in fact there may 
be special obstacles to their recognition, such as the presenting 
personality’s ignorance of the other personalities, 
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KENNETH A. NAKDIMEN, M.D. 
New York, N.Y. 


Dr. Ross Replies 


Str: I thank Dr. Nakdimen for taking the time to comment 
on issues raised by our article on multiple personality disar- 
der. I have a few comments in reply. 

A structured diagnostic interview should not be required 
for making any psychiatric diagnosis. We said that a systern- 
atic inquiry is required in order to make the diagnosis of 
multiple personality disorder for several reasons. As Dr. Nak- 
dimen points out, such an inquiry is required for all diaz- 
noses. More important, the fact that multiple personali-y 
patients spend an average of 6.8 years in the mental health 
system prior to diagnosis of their dissociative disorder (1, 2), 
and are often misdiagnosed as suffering from schizophrenia, 
suggests that standard clinical interviews are insufficient. We 
wanted to emphasize that there are specific questions about 
amnesia, child abuse, auditory hallucinations, and the sense 
of another identity inside which should be part of all diaz- 
nostic assessments and without which multiple personality is 
unlikely to be detected. Kluft (3) has pointed out that mul- 
tiple personality usually presents in a covert fashion and is 
missed if such inquiries are not made. 

I disagree with the proposed addition to DSM-III-R critz- 
rion A. It implies that a less systematic inquiry might be 
sufficient for other diagnoses. As a notation in the DSM-IV 
text on multiple personality, it would be worth mentioning 
that a specific inquiry for the secondary features of the dis- 
order is necessary. These could be described in the text. 

Hopefully, by the time DSM-V comes along we will be 
able to further operationalize the diagnostic criteria for 
multiple personality so that we can better differentiate com- 
plex cases related to extreme trauma from milder and non- 
traumatic forms of multiplicity and from borderline person- 
ality disorder. At present the major barrier to making tke 
diagnosis is probably errors of omission in the standard di- 
agnostic interview and mental status examination. The stan- 
dard mental status examination of auditory hallucinations 
should include questions about other Schneiderian intrusiors 
attributed to the voices by the patient and the gender, name, 
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“personality” characteristics, and affective charge of each 
voice; localization of each voice internally or externally; and 
an attempt to indirectly engage the voices in rational con- 
versation by using the presenting part of the patient as an 
intermediary. This last technique should not be used indis- 
criminately. The relationship between voices and blank spells 
needs to be asked about. Such questioning should be part of 
standard clinical interviews in emergency departments, on 
the wards, and in outpatient settings. 
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COLIN A. ROSS, M.D. 
Winnipeg, Man., Canada 


Further Discussion of Article on Prodromal Symptoms in 
Panic Disorder 


Sir: I am writing to question the nature of the Letters to 
the Editor section in the Journal. Submitted articles undergo 
peer review. The criteria include posing and answering ques- 
tions in a fashion that respects logic, data, common experi- 
ence, and past research. Such criteria appear to be waived 
when it comes to letters replying to criticism. 

Letters often take issue with an article, and the authors 
respond. However, these replies are often simply attempts at 
damage control and further obfuscate the issues. 

A case in point is my letter (1) which suggested that an 
article by Giovanni A. Fava, M.D., and associates (2) had 
certain invalidating deficiencies: 1) the authors misconstrued 
the notion of “controlled” studies; 2) their data rested en- 
tirely upon interviews by a single nonblind psychologist; 3) 
their so-called control group was only cosmetic, because the 
issue was the course of agoraphobia, not the difference be- 
tween agoraphobic patients and normal persons; 4) their 
reliability study suffered from having too small a number of 
subjects; 5) they misattributed to me a statement that pa- 
tients are “confident and energetic” before their first panic 
attack; 6) they found a high prevalence of antecedent hypo- 
chondriasis (17 of 20 patients) and possibly misinterpreted 
spontaneous panic attacks as hypochondriasis; and 7) it 
seemed no more logical to suggest that the belief that panic 
attacks engender agoraphobia is an “effort after meaning” 
than to suggest that the belief that agoraphobia engenders 
panic is an “effort after meaning.” 

In their response (3), Dr. Fava and associates did not con- 
structively deal with my questions. How can my antique 
observation that 50% of panic patients have childhood sep- 
aration anxiety be misconstrued as showing that my “views 
on the pre-panic patient are changing”? My observations 
clearly did not imply that before the onset of panic the pa- 
tients were feeling anxious. Supporting their viewpoint by 
misquoting me is not acceptable. 

Dr. Fava and his colleagues stated, “We would like to 
reassure Dr. Klein that we are able to discriminate between 
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hypochondriasis and panic attacks.” It seems unnecessary to 
be forced to point out that such self-serving statements have 
no scientific weight and do not belong in an empirically 
based discussion. Such rhetoric also complete:v ignores why 
I suggested that they may be confusing hypocaondriasis with 
panic attacks. Dr. Fava and associates reporte= an atypically 
high incidence of hypochondriasis preceding the onset of 
phobic avoidance. This remains unexplaine= and may ac- 
count for their report. 

In order to support the claim that hypochondriasis, phobic 
anxiety, etc. are prodromal for panic, the rater must Le able 
to distinguish these purported “‘predromal symptoms” from 
actual panic symptoms. There is no scient-fic evidence in 
either the authors” report on their study or -heir letter that 
their nonblind rater could make this distinction reliably or 
objectively. 

The very act of publication in an academic ‘ournal bears a 
certain cachet. If a replying letter fails to deal with the issues, 
as I suggest Dr. Fava and associates’ reply did, then it should 
be returned after the review process to be either improved or 
forgone. 
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DONALD F. KLEIN, M.D. 
New York, N.Y. 


Dr. Fava and Associates Reply 


SiR: In his first letter commenting on our article, Dr. Klein 
raised a number of methodological issues with respect to our 
study on prodromal symptoms in pan:c disarder with ago- 
raphobia. We believe we offered an adequate reply to those 
issues, obviously within the space constraints of the Journal. 

We have the following comments on Dr. <lein’s curzher 
specific points. 1) We stated that our study was methodo- 
logically superior not because it was controled but because 
we used a detailed, semistructured research interview with 
cross-checking of relatives (1) and we postponed the inter- 
view until the acute disturbance had passed, since, as Furlong 
commented in his letter about our article (2). “It is only with 
both increasing exposure to phobic evoidexces and some 
review of their previous behavior that these zatients become 
aware that their avoidances are not natural cr inevitable.” 2) 
In a retrospective study on prodromal symptoms, the rater 
cannot be blind, since he or she has to determine the onset of 
the full-blown disorder (in this case, the first panic). 3) The 
control group was not “cosmetic”; it was designed only to 
exclude the possibility that our instrument might yield false 
positive results, which we had found in ctier studies on 
normal or medically ill subjects that used other scales. 4) The 
separate reliability study had a small number of subjects 
(N=7); that, however, was proportionate to the rumber 
(N=20) in the study. There was 100% agreement between 
the psychiatrist and the medical psychologist about the time 
of onset of the first panic attack. £) If we misinterpreted Dr. 
Klein’s view of the pre-panic patient, we apologize. How- 
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ever, if patients do not feel “quite well” before their first 
panic attack, how do they feel? The reference to separation 
anxiety in childhood does not clarify this point. 6) The like- 
lihood of misinterpreting spontaneous panic attacks as hy- 
pochondriasis was decreased by the precise definitions of 
these conditions in our research interview (1) and by separate 
assessment of five dimensions of abnormal illness behavior 
(worry about illness, hypochondriacal beliefs, thanatopho- 
bia, disease phobiz, and bodily preoccupation). These di- 
mensions were derived from an instrument (Kellner’s Illness 
Attitude Scales) that had revealed, when it was administered 
during the acute phase oł panic disorder and after its treat- 
ment, a decrease in hypochondriacal fears and beliefs (3), as 
observed clinically by Dr. Klein. Prior to our study, the issue 
of antecedent hypochondriasis had eluded systematic inves- 
tigation. We view hypochondriasis in panic and agoraphobia 
as a complex clinical problem, only in part secondary to 
panic attacks, as w2 have discussed ia detail in a phenome- 
nological paper (4). 7) The issue of “effort after meaning” 
was clarified in terms of life events research. 

Dr. Klein is dissatisfied with our published response to his 
letter and calls for a closer editorial review of such corre- 
spondence. Unfortunately he fails to mention a crucial ele- 
ment in the critical evaluation of the contents of scientific 
journals—-the reader. Unlike Dr. Klein, we have confidence 
in the judgment of the Journals readers and are certain that 
in their assessment of our differences they will take into ac- 
count the fact that our having the last word here gives us a 
certain psychological and practical advantage. We further 
suggest that Dr. Klein perhaps attributes an importance to 
our study that we should be hesitant to accept. It was only a 
preliminary investigation of a small sample of Italian pa- 
tients, and it awaits independent and more extensive repli- 
cations. However, it did challenge a “dogma” (the primacy 
of panic in agoraphobia), and this may be what worries Dr. 
Klein so much. 
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GIOVANNI A. FAVA, M.D. 
SILVANA GRANDI, M.D. 
RENZO CANESTRARI, M.D. 
Bologna, Italy 


More on Psychotherapy Training During Residency 


Sir: We greeted the model curriculum for psychotherapy 
training during residency developed by the joint task force of 
the Association for Academic Psychiatry and the American 
Association of Directors of Psychiatry Residency Training 
(1) with enthusiasm and appreciation for a job well done. 
The curriculum is comprehensive and practicable and fulfills 
the goals and objectives that are so carefully and thought- 
fully articulated at the beginning of the article. 

However, we were distressed to read the “curriculum for 
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minimum training” that was also presented in the article. We 
felt that it undermined the strength of the argument for the 
model curriculum.and suggested that, in effect, a little knowl- 
edge and minimal training in this area are equally acceptable. 
The task force offered the minimum curriculum for programs 
“with limited resources or with such a strong commitment to 
other areas of psychiatry that few resources are directed to 
psychotherapy training.” 

It is our view that the principles underlying the rationale 
for the unabridged model curriculum cannot be taught effec- 
tively in many residencies as they now exist, and we seriously 
question the wisdom of endorsing the idea that this can be 
done concisely or achieved with a minimum of effort, as in 
the curriculum for minimum training. The authors cannot 
have it both ways—and for that matter, neither can residency 
training programs or the Residency Review Committee in 
Psychiatry. Programs are to be expected to provide in-depth 
training in psychodynamic psychiatry that enables the psy- 
chiatrist of the future to be deeply and effectively informed 
about psychodynamics, or they are not. 

Our thinking about this can be summarized as follows. 

1. The field of psychiatry is burdened by uncertainty and 
ambiguity. While we are making headway in resolving this, it is, 
regrettably, very slow and there is still much to be clarified. 

2. The field has been further burdened by its trendiness 
and tendency to oversimplify the issues. Whenever a partic- 
ular orientation comes into favor, there is a relative disregard 
for alternative explanations. 

3. Balanced integration of the biological, the psychologi- 
cal, and the social is in practice extraordinarily challenging, 
despite frequent assertions to the contrary. Departments and 
programs tend to be strongly oriented in one direction or 
another, and the task of maintaining a balance among the 
faculty is unendingly demanding. 

4, Just as biological psychiatry and pharmacotherapy may 
have been underrepresented in some departments in the past, 
we are moving dangerously close to the restricted practice of 
psychodynamically informed psychiatry in departments now 
principally committed to a basic science orientation. 

5. The academic leadership of psychiatry has an obliga- 
tion to acknowledge what is still uncertain in the field, to 
respect the heterogeneity of the prevailing viewpoints, and to 
avoid the surrender of important principles out of concern 
for short-term practicality. Where resources in a department 
are limited, we must assert the need to enrich them. Where 
they are committed in an unbalanced way, we must work 
toward a balanced approach. 
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FRED H. FRANKEL, M.B.CH.B., D.P.M. 
GEORGE FISHMAN, M.D. 

WILLIAM GREENBERG, M.D. 

DANIEL SILVERMAN, M.D. 

Boston, Mass. 


Comments on Review of Male Homosexuality 
Sir: In his review of my book Male Homosexuality: A 
Contemporary Psychoanalytic Perspective (1), Robert Paul 


Cabaj, M.D., made many observations that were incorrect 
and misleading. 
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He stated, “Almost nothing is said about homophobia.” In 
fact, homophobia was discussed throughout the book. I hy- 
pothesized that the absence of greater rates of psychopathol- 
ogy despite virulent discrimination suggests an “‘increased 
capacity for coping with adversity” in many homosexual 
people. Many clinical vignettes illustrated homophobia and a 
study of its effects on medical personnel was summarized. 

Dr. Cabaj commented, “The author goes to great pains to 
disassociate homosexuality and mental illness early in the 
book but then, perhaps unwittingly, defeats his goal in part 
two by describing male homosexuals in various diagnostic 
categories, focusing on the borderline and primitive condi- 
tions.” Actually, in Male Homosexuality | did the opposite 
of what Dr. Cabaj suggested. | compared homosexual, het- 
erosexual, and bisexual individuals at various levels of char- 
acter integration. I elected to discuss the entire range of char- 
acter pathology routinely encountered in office practice. I did 
not focus on the borderline syndromes to a greater degree 
than the higher-level character neuroses. Dr. Cabaj observed, 
“It will take a sophisticated reader not to link homosexuality 
and these diagnoses.” I assumed that the audience for whom 
I wrote my book, the readers of this journal, would indeed be 
sophisticated about clinical matters. Dr. Cabaj implied that 
mental health professionals should be protected from expo- 
sure to complex ideas. This argument, if followed to its log- 
ical conclusion, constitutes a justification for censorship. 

After misrepresenting my views about gender identity and 
sexual orientation, Dr. Cabaj erroneously placed me in the 
category of “clinicians who cannot fully grasp how members 
of the same sex can love and want to be sexual with each 
other.” He suggested that I believe that “if a man wants to be 
sexual with another man he must be woman-like on some 
level.” There is not a shred of evidence for these views in my 
book. To the contrary, a major theme was the necessity of 
not basing clinical inferences about adult gender experience 
and behavior entirely on the childhood history of such be- 
havior. 

Statistically significant associations between childhood 
cross-gender behavior and adult homosexuality have been 
reported by numerous investigators from various disciplines 
using diverse methods of study. I assume that Dr. Cabaj 
would have. preferred me not to discuss this scientific work. 

In addition, I gather that he would have wished me to omit 
psychoneuroendocrinology and psychoanalytic psychology, 
since he neglected to summarize my treatment of either area. 
Such key psychoanalytic concepts as unconscious homosex- 
uality and paranoia were only two of many I discussed in detail. 
I also considered the contributions of such investigators as 
Freud, Money, Ehrhardt, and Stoller and many others. 

In the light of contemporary social and intellectual conflict 
about both psychoanalysis and sexual orientation, a more 
scholarly and less biased review of Male Homosexuality than 
the one provided by Dr. Cabaj would have been welcome. 


REFERENCE 


1. Cabaj RP: Book review, RC Friedman: Male Homosexuality: A 
Contemporary Psychoanalytic Perspective. Am J Psychiatry 
1990; 147:519 


RICHARD C. FRIEDMAN, M.D. 
New York, N.Y. 


LETTEES T% THE EDITOR 


Dr. Cabaj Replies 


Sir: Dr. Friedman makes several comments about my re- 
view of his book. I would like to realy to the zoints he raises 
and add a few comments. 

In general, I felt that the book was an excellent contribu- 
tion to a new and growing group of works tkat are attempt- 
ing to take a fresh, nonpejorative psychiazric znd psychoana- 
lytic look at homosexuality. Most contempocary writers on 
these issues emphasize the overwhelming rol: of homopho- 
bia in the developmental adjustment probes and emo- 
tional distress that may influence the expression of symptoms 
in gay men and lesbians (1—3). I feel that Dr. Friedman’s 
limited review of internalized homophctia is a problem for 
the understanding of gay men. 

The comparisons that Dr. Friedman makes of various lev- 
els of character integration did emphasize pathology. Since 
so many therapists currently practicing were srought up on 
the “pathological model” of homosexuality, -ze inference of 
pathology is very easy to make and neecs di-ect, clear refu- 
tation. This is particularly true since Dr. Friedman stated in 
his book, “I emphasize the relationship between the onset of 
homosexuality and gender disturbance .... Prior to differ- 
entiation, when homosexual phenomera a- pathological 
(from a psychoanalytic perspective), they are best conceptu- 
alized as symptoms of an underlying diso-der (usually gender 
identity disturbance)” (p. 248). 

I do not feel ] misrepresented his views, since the quotation 
confirms his belief that there is a link betwee: “femininity” 
and male homosexuality, a belief almost al. analysts hold, 
based, I believe, on the inability to imag ne that true homo- 
sexual love is exactly like heterosexual love, nly aimed at a 
same-sex object choice. His conclusions seem odd, because 
he himself stated that only 30% of gay nen had childhood 
gender disturbance concerns. 

The discussion of these findings is very impz-tant but must 
be put in perspective. I did not comment >n some parts of his 
book, which were excellent summaries 07 psychoneuroendo- 
crinology and psychoanalytic psychology, b2cause of space 
limitations. 

I also failed to mention that he never defined homosexu- 
ality, stating, “Bisexuality, like homosexuality, is not explic- 
itly defined in this book. ] hope the mean ng expressed by the 
term will be clear in the contexts in whick it is used” (p. 127). 
This lack of definition leads to a confusion zetween homo- 
sexual behavior and homosexual orientetior and may have 
contributed to some of the confusion ir the book. Finally, 
although AIDS is not a disease of homosexuals, the devas- 
tating impact on the gay community and zhe ettects on sexual 
expression should be noted in any modern study. 
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ROBERT PALL CABAJ, M.D. 
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Reprints of letters to the Editor are not available. 
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APA Official Actions 





The Psychiatrist and the Juvenile Justice System 


This report was drafted by the Task Force on Juvenile Justice 
Issues and revised by the Committee on Juvenile Justice Issues! of 
the Council on Chilaren, Adolescents, and Their Families. It was 
approved by the Board of Trustees in June 1990. 


The Task Force on Juvenile Justice Issues was convened in 1985 
by the ARA Council on Children, Adolescents, and Their Families. 
Its official charges were 

1. to determine the availability of data on a) the extent of psychi- 
atric problems in children end youth who are brought before the 
court, particularly those incarcerated in correctional institutions, 
and b) the extent to which appropriate diagnostic and treatment 
services are provided; and 

2. to recommend to the co.ncil further specific studies and actions 
that would be appropriate to the findings. 

This task force grew our of numerous inquiries to the council 
regarding the process of assessment of alleged offenders, the process 
of adjudication, concerns about incarceration of juveniles in adult 
facilities, concerns about thz lack of rehabilitative services for ju- 
venile offenders, concerns aout the lack of psychiatric involvement 
in the juvenile justice system, and concerns about the inadequacy of 
data and research on all of these issues. In its deliberations, the task 
force decided to focus on the role of the psychiatrist in the juvenile 
justice system. 

While the pendulum ofter. swings from rejection of the rehabili- 
tative and treatment model in corrections to recognition of the need 
for mental health clirical input, the importance of psychiatric in- 
volvement remains constant. The purpose of this report ts to identify 
points in the juvenile justice system at which clinical intervention is 
desirable, to highlight some of the problems in meeting these needs, 
to recommend methods of overcoming the difficulties, and to address 
relevant training, research, and public policy issues. 

Delinquency is a legal concept. A delinquent is a child who has 
been found guilty of an act that would be considered a crime if 
committed by an adult. Our current juvenile justice system has its 
origins in English common law, whica held that children under the 
age of 7 could not be held accountable for criminal acts because they 
did not possess mens rea, i.¢., guilty mind (1). In addition, the En- 
glish chancery courts operated under the parens patriae doctrine, by 
which the king had responsibility for protecting the infants of the 
country. Whereas the chancery courts attended to the welfare of 
children who were abused, neglected, or abandoned, the establish- 
ment of the first juvenile court in Illinois in 1899 extended this 
assistance to children charged with violating the law. 

There was considerable psychiatric involvement in the original 
juvenile courts. These psychiatrists included such pioneers as Adolf 
Meyer, E.E. Southard, Mary Jarrett, William Healy, Franz Alex- 


'The committee members were Edward H. Futterman, M.D. (task 
force chairperson), W:lliam M. Buzogany, M.D. (committee chair- 
person), Carolyn R. Haynie, M.D., Michael G. Kalogerakis, M.D., 
and Richard C. Marohn, M.D. Jeanne Spurlock, M.D., is staff 
liaison. 
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ander, and Augusta Bonner. Others who followed included August 
Aichhorn, Kate Freidlander, Anna Freud, Kurt Eissler, Bruno Bet- 
telheim, Fritz Redl, John Bowlby, and Peter Blos. Their contribu- 
tions consolidated the linkage between psychiatry and juvenile de- 
linquency. Since the 1950s, however, there has been a waning of 
interest by psychiatry and psychiatrists in juvenile delinquency as a 
field of study and practice. 

Significant changes within the juvenile justice system began to take 
place in the 1960s and 1970s, when a series of landmark court 
decisions ushered in the era of the equal rights movement for chil- 
dren and adolescents. Under the doctrine of parens patriae, courts 
were informal and legal counsel usually was not present. Due pro- 
cess, a cornerstone of the adult court system, was deemed unneces- 
sary in the paternalistic juvenile court system. In the 1960s, however, 
civil libertarian lawyers complained that the juvenile justice system, 
through relaxation or absence of formal procedures, had inadvert- 
ently treated juvenile defendants more harshly than they would have 
been treated as adults in an adversarial system. To protect youth 
from arbitrary treatment, the Supreme Court decision In re Gault (2) 
established that juveniles must be afforded certain due process rights, 
such as notification of charges, the right to legal counsel, protection 
against self-incrimination, and the right to call and confront wit- 
nesses. Other court decisions followed and, with them, expansion of 
the legal rights of children against benign intervention by the state or 
by their parents (3). 

In the 1970s the American Bar Association and the Institute of 
Judicial Administration initiated the Juvenile Justice Standards Proj- 
ect in an attempt to assess and reform the system. The project re- 
jected the rehabilitative model and affirmed the precedence of family 
autonomy over state intervention except where juveniles’ interests 
were inadequately protected without court involvement (4). Ad- 
dressing the problem of status offenders (children who have com- 
mitted such acts as truancy, running away, and disobedience to 
parents, which would not be deemed criminal if committed by 
adults), the standards recommended eliminating court jurisdiction 
over this group in favor of referrals to community-based services. In 
responding to the standards, APA reaffirmed psychiatry’s role in the 
field of juvenile justice. APA advocated retention of court jurisdic- 
tion over status offenders and argued that the rehabilitation model 
should not be abandoned. Most recently, there have been further 
movements toward criminalization of the juvenile justice system, 
such as the waiver of serious juvenile offenders to adult courts and 
extension of capital punishment to juvenile offenders. 

What is the appropriate involvement of the psychiatrist in the 
juvenile justice system? Vast numbers of juvenile offenders are being 
identified as emotionally, educationally, or mentally handicapped, as 
having histories of child abuse or substance abuse, or as suffering 
from medical and psychiatric disorders. According to statistics pub- 
lished by the House of Representatives Select Committee on Chil- 
dren, Youth, and Families (5), 40% to 70% of juvenile delinquents 
in secure facilities were found to have some form of handicapping 
condition. On the other hand, nationally only 36% of correctional 
facilities for incarcerated delinquents provide any psychiatric screen- 
ing, and the role of physicians and educators in other parts of the 
juvenile justice svstem is even less apparent (5). The scope of the 
problem is underscored by the fact that in 1987, 25,024 children and 
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adolescents were incarcerated in state-operated juvenile institutions 
but fewer than half that number were patients in state mental hos- 
pitals (6). 

Given the large number of children in the system with psychiatric 
disorders, the need for psychiatric clinical input is immense. The 
clinician is most often asked for help in disposition and in provision 
of service. Whether a child enters the juvenile justice system or the 
mental health system may have more to do with minority status and 
socioeconomic status than with degree of psychopathology (7). 
Lewis et al. (8) stated, “Many seriously psychiatrically disturbed, 
abused, neglected black children are being channeled to correctional 
facilities while their white counterparts are more likely to be recog- 
nized as in need of help and directed toward therapeutic facilities.” 
In some areas of the country, poor whites and other indigent mi- 
nority groups have been reportedly overrepresented in the juvenile 
justice system. Whether a child enters the mental health system or 
the juvenile justice system and is labeled “sick” or “bad” influences 
the services that the child and the child’s family receive. 

The youth’s first brush with the juvenile justice system is with an 
arrest. The arresting officer may or may not have a youth guidance 
component available to help decide which children need to go to 
court, which may need some community intervention, and which 
may need to be referred for clinical services. 

When the youth is in the preadjudication phase of the juvenile 
justice process, it is often a probation officer who makes the decision 
about whether to bring the child to court or to divert the youngster 
to a community resource. The probation officer should be provided 
with information about the availability of diagnostic and treatment 
services in order to help the officer make these decisions. While it 
cannot be expected that every court will have a clinical team avail- 
able on site, such services can be provided by existing clinical re- 
sources, which may be hired on a contractual basis, provide rotating 
coverage, be available on a case-by-case basis, or visit periodically as 
a mobile team. 

The Committee on Juvenile Justice Issues contends that psychiat- 
ric evaluation should be available whenever needed by a probation 
officer or a judge and that such evaluators should be prepared to help 
with recommendations about disposition. The evaluation may be in 
the form of a screening for need for further services, in-depth psy- 
chiatric interview of the child and the family, complete interdiscipli- 
nary assessment (including physical, psychological, developmental, 
family, educational, and social evaluations), or X-ray, EEG, CT 
scan, and laboratory tests. 

Psychiatrists may be called on at any point in the process—pre- 
vention, early intervention, diversion, community-based services, in- 
stitutionally based services, or aftercare. Depending on the point of 
contact, the psychiatrist may provide assessment, evaluation, con- 
sultation, supervision, training, or direct patient care. Psychiatrists 
need to reorient themselves to think of antisocial behavior as a pre- 
sentation of a potential diagnostic and treatment problem of a psy- 
chiatric nature. Too often, delinquents are automatically dubbed as 
conduct disordered without consideration of other diagnostic cate- 
gories, On the other hand, numerous studies have uncovered a wide 
variety of psychiatric disorders in delinquent youth. These include 
affective disorders, attention deficit disorders, psychosis, substance 
abuse, borderline personality, and other personality and learning 
disorders (9-12 and unpublished findings of R.H. Rosenthal et al.). 

Many young offenders are being waived to adult courts because of 
their involvement in violent crimes. Waiver may preclude appropri- 
ate treatment in adolescent facilities. Since the prevalence of psychi- 
atric disturbance among violent delinquents is high (12 and unpub- 
lished data of Rosenthal and W.C. Myers, 1990), this committee 
recommends that each youngster undergoing waiver receive a full 
psychiatric diagnostic and treatment evaluation. 

There is ample evidence that a significant number of delinquents 
incarcerated in juvenile facilities suffer from psychiatric disorders, 
such as attention deficit hyperactivity disorder, depression, psycho- 
sis, and learning disabilities, and are often indistinguishable from 
youth on mental health wards except for racial and socioeconomic 
differences. Therefore, the committee recommends that all correc- 
tional facilities for juvenile delinquents have available comprehen- 
sive psychiatric diagnostic and treatment services and the means to 
identify neurological impairments, learning disorders, and family 
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psychopathology. While such se-vices may not be resent in many 
communities, the committee recommends that ps~v-chiatric training 
programs form liaisons with correctional schools and make avail- 
able psychiatrists, neurologists, pediatricians, psychclogists, and ed- 
ucators to evaluate seriously delinquent youngsters end identify pa- 
thology, which can be treated as needec. In all] these endeavors, it Is 
important that the availability cf follow-up services be assured so 
that the diagnostic services do not become simply a form of labeling. 

In state hospitals, youngsters transferred from correctional facili- 
ties are often treated in a discriminatory fashion, State mental health 
facilities should develop the expertise to deal wrth seriously dis- 
turbed offenders with good clinical acumer and to provide them 
with the full range of necessary services. Ir addition, cooperative 
arrangements need to be developed between corrzctional facilities 
and mental health facilities. 

In order for psychiatrists to participate in the work of the juvenile 
justice system, modification of the core curricula zf training pro- 
grams will be needed. At the least, all programs srould deal with 
normal development and psychopathology of children and adoles- 
cents. Furthermore, unless there are good role mzdels and good 
working programs in the juvenile justice system, trainees will not 
find these areas appealing, since =rainees learn by exposure and suc- 
cessful engagement in such prog-ams. 

Not every training program needs to provide direct work in court 
and correctional settings. However, psychiatzic res dents must learn 
good clinical skills and obtain adpropr.ate training in interdiscipli- 
nary work. They need to learn the principles of consultation and 
liaison, including the means of communicating across disciplines to 
judges and lay people. They also need some grocnding in basic 
forensics. In addition, they need to develop apprcazhes to dealing 
with multidisciplinary problems, which may include health and ed- 
ucational problems as well as psvchiatr_c issues. Furthermore, clini- 
cians need to be able to distinguish cultural end ps chopathological 
problems. They need to overcome the:r professiow.al inadequacies 
and inexperience so that they can approach a juvenile murderer as 
confidently as they approach a disorganized psychotic individual. 
They need to understand more about family dynartics, organic fac- 
tors that lead to personality and psychiatric disorcezs, and the role 
of environment and constitutior.al variables in creating psychopa- 
thology. They may have to broaden their approach to treatment 
programs to think in terms of offering psychiatric interventions in 
conjunction with educational and correctional azproaches. They 
need to reorient themselves so that they can think sf antisocial be- 
havior as possibly being a manifestation of psychiatric disturbance. 

Psychiatry programs need to become reinvolved with such issues 
as substance abuse and alcohol abuse; treating therr: as subspecialties 
denies many patients the opporttnity for the full rarge of diagnostic 
and treatment approaches available. Psychiatrists need to relearn 
triage, i.e., how to identify what !s psychiatric and waat is the realm 
of other disciplines. The organization of training programs may need 
to bring universities more closely into work with zorrectional pro- 
grams. The mutual enrichment derived by state hospitals ard uni- 
versities that work hand in hand can also result from collaboration 
between universities and correctional institutions. Z. specific training 
program in juvenile forensic psychiatry would incluce the following: 

1. The history of society’s efforts to deal with juvenile delinquents, 
including the development of the juvenile court ard its subsequent 
evolution. 

2. Legislative and judicial developments in the juvenile justice 
area. 

3. Theories of delinquency and its causazion from sociological, 
psychological, and biological perspectives. 

4, Psychoanalytic theory and its contributions tc: the understand- 
ing of antisocial behavior. 

5. The organization and operation of the javenil: court: the prin- 
cipal participants, from intake to adjudication anc dispositicn. 

6. Juvenile delinquents, status offenders, neglect and abuse cases, 
custody matters. 

7. Comprehensive biopsychosacial evaluation of the child and his 
or her family. 

8. Assessing competence and dangerousness. 

9. Psychopathological perspectives, especially of psychotic, men- 
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tally retarded, severely depressed, suicidal, violent, and sexually ag- 
gressive offenders. 

10. Psychodynamics of juvenile offenders’ families. 

11. Dispositional alternatives: diversion, protection, or place- 
ment; the welfare, ccrrecticznal, or mental health system. 

12, Rehabilitative versus punitive models. | 

13. Treatment issues, including modalities in use and their effec- 
tiveness. 

14. Educational/vocational interventions and their goals. 

15. Outcome studies. 

16. Problems of pastdisposition follow-up. 

17. Writing reports to the court. 

18. Testifying before the court: the psychiatrist as expert witness. 

19. Coordinating efforts with probation, social services, legal aid, 
and other community agercies. 

20. Teaching the relevant elements of normal child development 
and psychopathology to persons outside the mental health field and 
explaining psychiatric perspectives. 

Research in the field of juvenile delinquency has come primarily 
from the social sciences. Clinical research is difficult enough with any 
patient population. The clinical perspective of a psychiatrist can 
inform the research team atout the questions and variables that can 
help separate juvenile offenders into subpopulations with specific 
disorders and handicaps. 

Research is needed rega-ding precursors of delinquent behavior, 
such as child abuse, head trauma, emergency room visits, and other 
variables beyond those which are sociocultural. Other areas for re- 
search are family dynamics and psychodynamics and identification 
of the clinical syndromes that are subsumed under delinquency. 
There is also a need Zor outcome studies for particular populations 
of delinquents, rather than the global studies currently being con- 
sidered. There is a need to look at outcomes other than recidivism to 
measure the effectiveness of correctional programs and treatment 
programs. Cooperative research programs across institutions may 
need to be established in order to obtain large enough populations to 
achieve statistical significance. 

Public advocacy is another role for psychiatrists in the area of 
juvenile delinquency, Legislators and laypersons need to know that 
frequently the distinction between those who enter the juvenile jus- 
tice system and those who enter the mental health system has more 
to do with socioeconomic status and race than with the nature of 
their psychiatric discrders. We need to make clear that antisocial 
behavior may be an indicator of a significant underlying psychiatric 
disorder. The public needs to be informed that it is not sufficient 
simply to remove vio_ent delinquents from the community, that it is 
necessary to make careful diagnostic assessments of this population 
and to identify and meet their treatment needs, in ways consistent 
with the need to protect society. 

As a profession we need to be able to distinguish berween inter- 
ventions intended to protect the public and interventions intended to 
correct youngsters with disordered behavior and to assist families. 
We need to be able tc obtain and protect funds for needed research. 
Above all, we need to be able to reaffirm our position that the 
relationship berween behavior and psychopathology is the province 
of the psychiatrist, as well as other clinicians. 

As stated earlier, there has been a history of sporadic involvement 
by APA and psychiatry in general in the field of juvenile delinquency. 
Juvenile delinquency, however, is not a transient problem, and the 
psychiatric aspects of this problem have always been present and will 
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persist. Psychiatric involvement may be even more relevant at 
present than it has been in the past, since the pendulum seems to be 
swinging from rejection of the rehabilitative and treatment model in 
corrections to recognition of the need for more mental health clinical 
input. Members of the juvenile justice system are reaching out to 
mental health professionals. Other psychiatric organizations are 
turning to APA for leadership in this area and not delegation of the 
mental health presence in the field to other disciplines. As practice 
patterns change there will be increasing opportunities for psychia- 
trists to participate with this population, and many more positions 
will be available in the future. 

APA has a commitment to tend to the mentally ill in underserved 
populations, and those in the juvenile justice system are among the 
most disadvantaged and hardest to treat. Such youngsters and their 
families need comprehensive psychiatric evaluations and treatment, 
and our profession needs to see them as part of our responsibility. 
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Where is the Library and 
Archives? 

The Library and Archives is on 
the third floor of the APA head- 
quarters building at 1400 K Street 
N.W., Washington, D.C. The hours 
are 9 am to 5 pm Monday through 
Friday. 


How can I use the Library and 
Archives? 

You can request information by 
mail, telephone or personal visits. 





Can I borrow books? 


APA members (and cooperating 
libraries) may borrow books at no 
charge. The normal loan period is 4 
weeks. 


Can I get reprints of journal 
articles from the Library? 


No. Reprints are available from 
authors. Libraries can only supply 
photocopies. We encourage you to 
make use of local sources for jour- 
nals, but we will photocopy articles 
from our collection at the pre-paid 
cost of $3 to members. 


Is there a number I can call 
for answers? 


Yes. (202) 682-6058 is the 
reference number. We try to answer 
questions right away, but some- 
times we need time to gather infor- 
mation. We can usually respond 
within 24 hours. {| 

i. 
do computer | 
searching? Se 

Yes. (202) 682-6057 is the 
number to.call to request a com- 
puter literature search. Because 
search requests require a signed 
form, it’s a good idea to keep a 
supply on hand. Call and ask us to 


send some for your next project. 
Charges for members are cost plus 





Does the Library 
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$15; non-members, cost plus $40. 
Turmaround time is 2 weeks. 
Records retrieved include full 
bibliographic citations and in most 
cases abstracts. 


Can you help me find an article 
in Psychiatric News? 

Yes. Call (202) 682-6080. The 
APA Library provides the only in- 
depth indexing service for 
Psychiatric News. There is com- 
plete coverage since 1978. 





Does the jabra have 
audiovisual material? What 
kinds? 

Yes. The Marion E. Kenworthy 
Learning Center’s collection in- 
cludes audiocassettes and video- 
cassettes. The audio collection has 
taped symposia from annual 
meetings since 1976; the video 
collection has clinical presenta- 
tions useful for staff and continu- 
ing medical education. The loan 
period is 2 weeks. Please call for 
charges. 





What’s in the Archives? CH + a 

The Archives holds the records 
created by the APA, such as 
minutes, reports, correspondence, 
and photographs. There are a few 
collections of papers of individual 
psychiatrists such as Daniel Blain, 
Leo Kanner and John C. Whitehorn. 
Additionally, the Archives is the 
sole repository for the papers of 
Albert Deutch. There are tapes and 
transcripts from an oral history 
project, and a collection of arti- 
facts and photographs that relate 
to the history of American psychi- 
atry. These materials may be used 
in the Archives or photocopied, but 
they do not circulate. 





Does the Library have a rare 
book collection? 

Yes. Our rare book collection 
contains many valuabic and first 
editions of early works that reflect 
the history of psyvchia--y. Among 
its volumes are first exition copies 
of Ben-amin Rush’s Medical In- 
quiries and Observations Upon the 
Diseases of che Mind and Joseph 
Breuer and Sigmund Freud’s Stu- 
dien uber Hysterie. 

The growth of this collection 
depencs on gifts. However, the 
Library is not authorized to give 
appraisals for income tax purposes. 
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Would you like me to donate my 
books and old journals to the 
Library? 

Yes. We are always pleased to 
receive gifts, but we must reserve 
the right to evaluate yva gift for 
relevarce to the Association and 
dispose of any books or journals we 
cannot use. Zach donor is appro- 
priately acknowledgec ona 
bookplate attached to zhe volume. 
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Would the Library like a copy of 
my new book? 

Absolutely! In fact the APA 
Library began in 1961 with a collec- 
tion of autographed books by 
member-authors. This is a tracition 
we especially like to keep alive. 
oS tie 
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Calendar . 


(Continued from page A14) 


Director, American Psychosomatic Society, 6728 Old 
McLean Village Drive, McLean, VA 22101; 703-556-9222. 


March 20-23, annual meeting, Society of Behavioral Medi- 
cine, Washington, D.C. Contact Judith C. Woodward, Ex- 
ecutive Director, 103 Souzch Adams Street, Rockville, MD 
20850; 301-251-2790. 


March 22—24, annual meeting, Association for Child Psy- 
choanalysis, St. Louis. Contact: Charles A. Mangham, M.D., 
President, P.O. Box 5935, Washington, DC 20016; 202- 
363-7849. 


March 23—26, annual meeting, American Orthopsychiatric 
Association, Toronto, Ontario. Contact: Herbert A. Sohn, 
Ph.D., Executive Director. 19 West 44th Street, Suite 1616, 
New York, NY 10036; 212-354-5770. 


APRIL 


April 3—5, 2nd International Congress on Emergency Psychi- 
atry, Amsterdam. Contact: 2nd International Congress on 
Emergency Psychiatry, c/o Leids Congres Bureau, P.O. Box 
16065, 2301 GB Leiden, The Netherlands; 31-71-275299. 


April 4-7, annual meeting, Bulimia Anorexia Self-Help, Inc., 
St. Louis. Contact: Felix E.F. Larocca, M.D., President, P.O. 
Box 39903, St. Louis, MO 63139; 314-567-4080. 


April 10-13, international conference, “Changing Mental 
Heaith Care in the Cities of Europe,” Amsterdam. Contact: 
Congress Secretariat, QLT‘/CONGREX, Keizersgracht 782, 
1017 EC Amsterdam, The Netherlands; 31-0-20-26-13-72. 


April 11-14, annual meeting, American College of Physi- 
cians, New Orleans. Contact: John Ball, M.D., J.D., Execu- 
tive Vice-President, Sixth Street at Race, Philadelphia, PA 
19106; 215-351-2400. 


April 15-19, annual meeting, American Society of Clinical 
Hypnosis, St. Louis. Contact: William F. Hoffmann, Jr., Ex- 
ecutive Vice-President, 2250 East Devon Avenue, Suite 336, 
Des Plaines, IL 60018; 708-297-3317. 
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April 17-19, international symposium, “Eating Disorders,” 
International Society for Adolescent Psychiatry in Associa- 
tion With the Eating Disorders Section of the World Psychi- 
atric Association, Paris. Contact: Herman D. Staples, M.D., 
IACAPAP Coordinator for North America, 24 Green Valley 
Road, Wallingford, PA 19086. 


April 17—21, annual meeting, American Association of Sui- 
cidology, Boston. Contact: Julie Perlman, M.S.W., Executive 
Officer, 2459 South:Ash, Denver, CO 80222; 303-692-0985. 


April 18-20, annual meeting, Society for Research in Child 
Development, Seattle. Contact: John W. Hagen, Executive 
Officer, 300 North Ingalls Boulevard, Ann Arbor, MI 48109- 
0406; 313-764-2443. 


April 18-21, annual meeting, National Council on Alcohol- 
ism and Drug Dependence, Boston. Contact: Hamilton Beaz- 
ley, President, 12 West 21st Street, 8th Floor, New York, NY 
10010; 212-206-6770. 


April 18-21, Ninth Annual Symposium in Forensic Psychi- 
atry, American College of Forensic Psychiatry, Newport 
Beach, Calif. Contact: Ed Miller, Executive Director, 26701 
Quail Creek, Suite 295, Laguna Hills, CA 92656; 714-831- 
0236. 


April 21-24, annual meeting, American Association for 
Counseling and Development, Reno, Nev. Contact: William 
W. Hunter, Acting Executive Director, 5999 Stevenson Av- 
enue, Alexandria, VA 22304; 703-823-9800. 


April 21-27, annual meeting, American Academy of Neu- 
rology, Boston. Contact: Jan W. Kolehmainen, Executive Di- 
rector, 2221 University Avenue, S.E., Suite 335, Minneapo- 
lis, MN 55414; 612-623-8115. 


April 30—May 5, annual meeting, American Association of 
Sex Educators, Counselors and Therapists, St. Louis. Con- 
tact: David G. Lister, Executive Director, 435 North Mich- 
igan Avenue, Suite 1717, Chicago, IL 60611; 312-644-0828. 
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CLOZARIL (clozapine): 


Fulfilling the Promise With 


This is a case report about "Michael" — 
1 of 20 patients whose lives may have 
been saved by the Clozaril Patient Man- 
agement System™ (CPMS) in the first six months of 
commercial availability of CLOZARIL® (clozapine). 

Michael is 35 years old. A few years ago he was 
diagnosed as having chronic undifferentiated schizo- 
phrenia. He was demonstrating poor judgment, para- 
noid delusions, auditory hallucinations, disorganization 
of thought, and inappropriate laughter. His symptoms 
were not controlled by standard antipsychotic agents, 
so in early May Michael began treatment with 
CLOZARIL, the breakthrough antipsychotic agent. Be- 
cause 1% to 2% of CLOZARIL patients develop 
agranulocytosis, a potentially fatal blood disorder, 
the drug is available only through CPMS — a program 
that links drug distribution to mandatory weekly blood 
tests (no blood, no drug). 

Throughout the month of May, weekly blood tests 
performed by the specially trained CPMS team showed 
that Michael's white blood cell (WBC) counts were 
within the normal range but fluctuating downward. 
Michael's CPMS case administrator continued to coor- 
dinate his monitoring: obtaining weekly blood samples 
and reporting tests results. On June 12, monitoring 
showed he had developed mild leukopenia (3600/mm’). 
His case administrator immediately reported the re- 
sults to Michael's physician, who decided to interrupt 
CLOZARIL therapy. In most leukopenic patients this 
step results in gradual normalization of the WBC count; 
however, in Michael's case, subsequent CPMS tests 
‘revealed otherwise. 

Whenever CLOZARIL therapy is discontinued, 
CPMS staff members continue hematologic monitoring 
of the patient for four consecutive weeks. On June 26, 
two weeks after CLOZARIL therapy was stopped, this 
added safety measure detected that Michael's WBC 


count had fallen to 1400/mm? and his granulocyte count — 


to 238/mm?. Even though he had discontinued :: 


treatment, he developed agranulocytosis. The 2 E A 


results were reported immediately to his phys 


nyA 


CPMS 





sician and other members of the 
healthcare team, wno placed Michael in 
protective isolation and instituted 
medical treatment. Serving as both a ccordinator and 
liaison, the CPMS case administrator worked closely 
with the hospital team to arrange dail, blood testing 
for Michael — often working around the clock to obtain 
and report lab results. 

By July 5 the agranulocytosis had reversed 
completely, and Michael was dische-ged from the 
medical unitand admitted to a psychiatric ward. Today 
Michael is receiving another antipsycl otic agent. He 
remains symptomatic, but thanks to the special safety 
precautions initiated by CPMS, Fis lif was saved. 

As exemplified in this case study, CPMS is an early 
waming system designed and implemented to help 
prevent fatalities by detecting agranulocytosis in a 
timely manner. By using a fully dedicated national staff 
with rigid quality control standards. CPMS links 
CLOZARIL distribution to mandatore weekly blood 
tests. Furthermore, because agranulccytosis is likely 
to recur rapidly in patients such as Michael, who have 
proven sensitive to CLOZARIL (clozapine), CPMS 
maintains a national database that tréecks all patients 
and thus limits the possibility of reexoosure — even 
if they relocate from one state to ancther. 

Compliance is anozher key to the successes of 
CPMS. The CPMS patient-monitoring compliance rate 
has been over 97% since February 1990. During that 
time 20 cases of agranulocytcsis have cccurred. With 
the mandatory blood monitoring of CPMS all cases 
were detected; and with timely disconainuation of the 
drug all patients have recovered uneventfully. 

CLOZARIL (clozapine) provides new hope for 
severely ill schizophrenic patients. CPMS helps to 
assure safe fulfillment of this hope; experience has 
shown that it provides the high level of safety to which 
To i are entitled. Although tne therapeutic 
was’ hope of CLOZARIL (clozap ne) was unful- 
filled for Michael, happily, the promise 
of CPMS was. 


Sandoz sinsenaaoautieale Corporation 
E. Hanover, N] 07936 
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CAUTION: Federal law prohibits dispensing without a prescription. 


CONTRAINDICATIONS 

CLOZARIL is contraindicated in patients with myelopro iferative disorders, or a history of 
CLOZARIL-induced agranulocytosis or severe granulacytapenia. CLOZARIL should not be used si- 
multaneously with other agents having a well-known potential to suppress bone marrow function. As 
with more typical antipsychotic drugs, CLOZARIL is contraindicated in severe central nervous system 
depression or comatose states from any cause. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATEN- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
NUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT iS STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FER AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH GLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL IS AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM 
(CPMS*). 


Agranulocytosis 

Agranulocytosis, defined as a granulocyte count (polys + bands) of less than 500 per 
mm, has been estimated to oceur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 1.3%, based an the occurrence of 15 U.S. cases out of 
1743 patients exposed to CLOZARIL during its clinical testing prior to domestic marketing. 
All of these cases occurred at a time when the need for close monitoring of WBC counts was 
already recognized. This reaction could prove fatal if not detected early and therapy 
interrupted. While no fatalities have been associated with the U.S. agranulocytosis cases, 
and all cases have recovered fu Ily, the WS. sample is too small to reliably estimate the case 
fatality rate. Of the 112 cases cf agranulocytosis reported worldwide in association with 
CLOZARIL use as of December 31, 1986, 35% were fatal. However, few af these deaths 
occurred since 1977, at which time the “1owledge of CLOZARIL-induced agranulocytosis 
became more widespread, and close mocitoring of WBC counts more widely practiced. 
Nevertheless, it is unknown at present wat the case fatality rate will be for CLOZARIL- 
induced agranulocytosis, despite strict adherence to the recommendation for weekly 
monitoring of WBC counts. 

Treatment should not be initiated if the WBC count is less than 3500 per mm?, or if the 
patient has a history of a myeloprotiferative disorder, or previous CLOZARIL-induced 
agranulocytosis or granulocytopenia. Patients should be advised to report immediately the 
appearance of lethargy, weakness, fever. sore throat or any other signs of infection. If, after 
the initiation of treatment, the total WBC count has dropped below 3500 per mm? or it has 
dropped by a substantial amount from beseline, even if the count is above 3500 per mm’, or 
if immature forms are present, a repeal FEC count and a differential count should be done. 
If subsequent WBC counts and the differential count reveal 2 total WBC count between 3000 
and 3500 per mm? and a granulocyte count above 1500 per mm‘, twice weekly WBC counts 
and differential counts should be performed. 

If the total WBC count falls below 3000 per mm? or the granulocyte count below 1500 per 
mm, CLOZARIL therapy should be interrupted and patients should be carefully monitored for 
flu-like symptoms or other symptoms suggestive of infection. CLOZARIL therapy may be 
resumed if no symptoms of infection devsiop, and if the tofa] WBC count returns to levels 
above 3000 per mm? and the granulocyte count returns to levels above 1588 per mm’. 
However, in this event, twice-weekly W82 counts and differential counts should continue 
until total WBC counts return to levels above 3500 per mm’. 

if the total WBC count falls below ZECO per mm? or the granulocyte count falls below 
1000 per mm’, bone marrow aspiration should be considered to ascertain granulopoietic 
status. Protective isolation with close stservation may be indicated if granulopoiesis is 
determined to be deficient. Should evidence of infection devetop, the patient should have 
appropriate cultures performed and an appropriate antibiotic regimen instituted. 

Patients whose total WEC ceunts fall below 2080 per mm’, or granulocyte counts below 
1000 per mm? during CLOZARIL therapy should sof be re-challenged with CLOZARIL. 
Patients discontinued fram CLOZARIL therapy due to significant WBC suppression have been 
found to develop agranulocytosis upon re-challenge, often with a shorter latency on re- 
exposure. To reduce the chances of re-challenge occurring in patients who have 
experienced significant bane marrow suppression during CLOZARIL therapy, a single, 
national master file will be maintained c3nfidentially within the CPMS (Clozari! Patient Man- 
agement System). 

Except for evidence of significant bone marrow suppression during initial CLOZARIL 
therapy, there are no established risk factors, based on worldwide experience, for the 
development of agranulocytosis in association with CLOZARIL use. However, a dispropor- 
tionate number of the U.S. cases of agrzrulocytosis occurred in patients of Jewish 
background compared to the overall proportion of such patients exposed during the domestic 
development of CLOZARIL. Most of the L.S. cases occurred within 4-10 weeks of exposure, 
but neither dose nor duration is a reliable predictor of this problem. No patient 
characteristics have been clearly linked to the development of agranulocytosis in association 
with CLOZARIL use, but agranulocytosis associated with other antipsychotic drugs has been 
reported to occur with a greater frequency in women, the elderiy and in patients who are 
cachectic or have serious underlying medical illness; such patients may also be at particular 
risk with CLOZARIL. 

To reduce the risk of agranulocytosis developing undetected, CLOZARIL will be 
dispensed only within the Clozaril Patien: Management System. 
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Saizures : 

Seizure has been estimated to occur in association with CLOZARIL use at a cumulative 
incidence at one year of approximately 5%, based on the occurrence of one or more seizures 
in 61 of 1743 patients exposed to CLOZARIL during its clinical testing prior to damestic 
marketing (i.e., a crude rate of 3.5%), Dose appears to be an important predictor of seizure, 
with a greater likelihood of seizure at the higher CLOZARIL doses used. 


Caution should be used in administering CLOZARIL to patients having a history of seizures 
or other predisposing factors. Because of the substantial risk of seizure associated with 
CLOZARIL use, patients: should be advised not to engage in any activity where sudden loss of 
consciousness could cause serious risk to themselves or others, e.g., the operation of 
complex machinery, driving an automobile, swimming, climbing, etc. 





Adverse Cardiovascular Effects 

Orthostatic hypotension can occur with CLOZARIL treatment, especially during initial titration in 
association with rapid dose escalation, and may represent a continuing risk in some patients. 
Tachycardia, which may be sustained, has also been observed in approximately 25% of patients 
taking CLOZARIL, with patients having an average increase in pulse rate of 10-15 bpm. The 
sustained tachycardia is not simply a reflex response to hypotension, and is present In all positions 
monitored. Either tachycardia or hypotension may pose a serious risk for an individual with 
compromised cardiovascular function. A minority of CLOZARIL-treated patients experience ECG 
repolarization changes similar to those seen with other antipsychotic drugs, including S-F segment 
depression and flattening or inversion of T waves, which all normalize after discontinuation of 
CLOZARIL. The clinical significance of these changes is unclear, However, in clinical trials with 
CLOZARIL, several patients experienced significant cardiac events, including ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained death. Causality assessment 
was difficult in many cf these cases because of serious preexisting cardiac disease and plausible 
alternative causes. Rare instances of sudden, unexplained death have been reported in psychiatric 
patients, with or without associated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use is unknown. CLOZARIL should be used with caution in patients with 
known cardiovascular disease, and the recommendation for gradual titration of dose should be 
carefully observed. 


Neuroleptic Malignant Syndrome 

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome 
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic instability (irregular 
pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias}. No cases of NMS have 
been attributed to CLOZARIL alone. However, there have been several reported cases of NMS in 
patients treated concomitantly with lithium or other CNS-active agents. 


Tardive Dyskinesia 

A syndrome consisting of potentially irreversible, involuntary, dyskinetic movements may develop 
in patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be 
highest among the elderly, especially elderly women, it is impossible to rely upon prevalence 
estimates to predict, ai the inception of treatment, which patients are likely to develop the syndrome. 

There are several reasons for predicting that CLOZARIL may be different from other antipsychotic 
drugs in its potential for inducing tardive dyskinesia, including the preclinical finding that it has a 
relatively weak dopam ne blocking effect and the clinical finding of a virtual absence of certain acute 
extrapyramidal symptoms, e.g., dystonia. In addition, there have been no confirmed cases of tardive 
dyskinesia developing in association with CLOZARIL use. Nevertheless, it cannot yet be concluded, 
without more extended experience, that CLOZARIL is incapable of inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis and seizure, both of which present a continuing 
risk over time, the extended treatment of patients failing to show an acceptable level of clinical 
response should ordinarily be avoided. in addition, the need for continuing treatment in patients 
exhibiting beneficial clinical responses should be periodically re-evaluated. During CLOZARIL 
therapy, patients may experience transient temperature elevations above 100.4°F (38°C), with the 
peak incidence within the first three weeks of treatment. While this fever is generally benign and self- 
limiting, it may necessitate discontinuing patients from treatment. On occasion, there may be an 
associated increase or decrease in WBC count. Patients with fever should be carefully evaluated to 
rule out the possibility of an underlying infectious process or the development of agranulocytasis. in 
the presence of high fever, the possibility of neuroleptic malignant syndrome (NMS) must be 
considered. CLOZARIL has very potent anticholinergic effects, and great care shouid be exercised in 
using this drug in the presence of prostatic enlargement or narrow angle glaucoma. Because of 
initial sedation, CLOZARIL may impair mental and/or physical abilities, especially during the first few 
days of therapy. The recommendations for gradual dose escalation should be carefully adhered to, 
and patients cautioned about activities requiring alertness. Clinical experience with CLOZARIL in 
patients with concomitant systemic diseases is limited. Nevertheless, caution is advisable in using 
CLOZARIL in patients with hepatic, renal or cardiac disease. 


information for Patients 

Patients who are to receive CLOZARIL should be warned about the significant risk of developing 
agranulocytosis. They should be informed that weekly blood tests are required ta monitor for the 
occurrence of agranulocytosis, and that CLOZARIL tablets will be made available only through a 
special program designed to ensure the required blood monitoring. Patients should be advised to 
report immediately the appearance of lethargy, weakness, fever, sore throat, malaise, mucous 
membrane ulceration or other possible signs of infection. Particular attention should be paid to any 
flu-like complaints or other symptoms that might suggest infection. Patients should be informed of 
the significant risk of seizure during CLOZARIL treatment, and they should be advised to avoid 
driving and any other potentially hazardous activity while taking CLOZARIL. Patients should be 
advised of tha risk of orthostatic hypotension, especially during the period of initial dose titration. 
Patients should notify their physician if they are taking, or plan to take, any prescription or over-the- 
counter drugs or alcohol. Patients should notify their physician if they become pregnant or intend to 
become pregnant during therapy. Patients should not breast feed an infant if they are taking 
CLOZARIL. 
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Drug interactions 

The risks of using CLOZARIL in combination with other drugs have not been systematically 
evaluated. The mechanism of CLOZARIL-induced agranulocytosis is unknown; nonetheless, the 
possibility that causative factors may interact synergistically to increase the risk and/or severity of 
bone marrow suppression warrants consideration. Therefore, CLOZARIL shautd not be used with 
other agents having a well-known potential to suppress bone marrow function. Given the primary 
CNS effects of CLOZARIL, caution is advised in using it concomitantly with other CNS-active drugs. 
Because CLOZARIL is highly bound to serum protein, the administration of CLOZARIL to a patient 
taking another drug which is highly bound to protein (e.g., warfarin, digoxin) may cause an increase 
in plasma concentrations of these drugs. potentially resulting in adverse effects. Conversely, adverse 
effects may result from displacement of protein-bound CLOZARIL by other highly bound drugs. 


CLOZARIL may also potentlate the hypotensive effects of antihypertensive drugs and the 
anticholinergic effects of atropine-type drugs. The administration of epinephrine should be 
avoided In the treatment of drug-Induced hypotension because of a possible reverse epinephrine 
effect. 


Pregnancy Category B 

There are no adequate and well-controlled studies in pregnant women. Because anima! 
reproduction studies are not always predictive of human response, and in view of the desirability of 
keeping the administration of all drugs to a minimum during pregnancy, this drug should be used 
only if clearly needed. 


ADVERSE REACTIONS 

Adverse events observed in association with the use of CLOZARIL In clinical trials at an incidence 
of 5% or greater were: central nervous system complaints, including drowsiness/sedation, dizziness/ 
vertigo, headache and tremor; autonomic nervous system complaints, inciiding salivation, sweating, 
dry mouth and visual disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, including constipation and nausea; and fever. Complaints 
of drowsiness/sedation tend to subside with continued therapy or dose reduction. Salivation may be 
profuse, especially during sleep, but may be diminished with dose reduction. 


DOSAGE AND ADMINISTRATION 
Initial Treatment 

It is recommended that treatment with CLOZARIL begin at 25 mg once or twice daily, and then be 
continued with daily dosage increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose 
of 300 to 450 mg/day by the end of two weeks, Subsequent dosage increments should be made no 
more than once- or twice-weekly, in increments not to exceed 100 mg. Cautious titration and a 
divided dosage schedule are necessary to minimize the risks of hypotension, seizure, and sedation. 


Therapeutic Dose Adjustment 

Daily dosing should continue on a divided basis as an effective and tolerable dose level is sought. 
While many patients may respond adequately at doses between 300-600 mg/day, it may be 
necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response. [Note: 
In the multicenter study providing the primary support for the superiority of CLOZARIL in treatment 
resistant patients, the mean and median CLOZARIL doses were both approximately 600 mg/day.] 

Because of the possibility of increased adverse reactions at higher doses, particularly seizures, 
patients should ordinarily be given adequate time to respond to a given dose level before escalation 
to a higher dose is contemplated, 

Dosing should not exceed 900 mg/day. 


Discontinuation of Treatment 

in the event of planned termination of CLOZARIL therapy, gradual reduction in dose is 
recommended overa Í {to 2 week period. However, should a patient's medical condition require 
abrupt discontinuation (e.9., leukopenia), the patient should be carefully observed for the recurrence 
of psychotic symptoms. 

CLOZARIL is available only through the Clozaril Patient Management System, a program that 
combines white blood cell testing, patient monitoring, pharmacy, and drug distribution services, 
all linked to compliance with required safety monitoring. 


To preseribe CLOZARIL cali 1-800-237-CPMS (2767} or mail in a completed CPMS Enraliment 
Form. 


SANDOZPHARMACEUTICALS 


Corporation, E. Hanover, NJ 07936 (201) 503-7500 


11/89 CLO-6002 


PANIC DISORDER snd 
GENERALIZED ANXIETY: 


New Research and Clinical Implications 


February I - 2, [199] 
Bal Harbour, Floride 


Sponsored by 
Department of Psychiatry 
University of Miami School of Medicine 


Course Director: Thomas A. Melman, M.D. 


Guest Faculty: 

James C. Ballenger, M.D. 
David H. Barlow, Ph.D. 
Karl Goodkin, M.D., Ph D. 
R. Bruce Lydiard, Ph.D., 1.D. 
Gerrold F. Rosenbaum, H.D. 
Thomas W. Uhde, M.L. 
Myrna Weissman, Ph.D. 


Information: Division of CME, D23-3, 
P.O. Box 016960, Miami, FL 23101 
Telephone: (305) 547-6716 





PSYCHIATRIST 


Board certified/eligible Psychia- 
trist sought for this t niversity- 

affiliated teaching hospital to 
assume leadership of division of 
Psychiatry and participate in our 
new Out-Patient Care Program. 
Excellent opportunity fer practice 
growth and professional ad-. 
vancemert. Stipend fer hospital 
leadersh p activities. Easton 
Hospital is ideally located 1 1/2 
hours from Philadelphie and New 
York City. Respond to: 


Kenneth H. Wildrick, M.D. 
Director of Medic ne 


g di (215) 250-4013 
(collect calls accepted) 
EASTON Equal Opportunity Emr ayer, M/F 


A member cf Volley Heath 
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Psychiatrist 


We are a leading healtt care provider to governmental 
agencies. Qur expandinc program seeks candidates for a 
large, long-term propasal to provide in-patient psychiatric 
services for a hospital ia Oklahoma. Qualified candidates 
will possess an M.D. frem an accredited medical school 
or school of osteopathy and a full or unrestricted 

license in the U.S. Indiv duals selected must also be 
legally authorized to prescribe and administer all appropriate 
medications. Certification in psychiatry preferred. 
Experience in providing general psychiatric services is 
necessary. 


Qualified applicants will enjoy competitive compensation 
and benefits as well as growth opportunity. 


For consideration. please submit your resume with salary 
history and requirements in confidence to: 


=0X 963 
c/o American Journal of Psychiatry 
1400 K Street NW 
Washington, D.C. 20005 


An Equal Opecrtunity Employer M/FLH/V 


PSYCHIATRISTS 


Natividad Medical Center, located on the beautiful 
Monterey Peninsula in California, is seeking a Chief 
Psychiatrist and Psychiatrist to filla previously con- 
tracted service. NMC is a 211-bed, JCAHO accred- 
ited teaching haspital (UCSF Family Practice Resi- 
dency Program) with full ancillary services. 


Excellent compensation package with paid mal- 
practice, health, dental, life insurances plus retire- 
ment and deferred compensation. Send C.V's to: 


Stephanie Clymer 
Associate Personnel Analyst 


Natividad Medical Center 
1330 Natividad Road 
P.O. Box 81611 
Salinas, CA 93912-1611 
AA /EOE 


t which functions in seven teachin 


į broa 
| and graduate medical education. Starting date will be July 1, 
f 1991. Salary will be commensurate with experience and 

§ qualifications. 


HOSPITALLER ORDER OF ST. JOHN OF GOD 


§ CLINICAL DIRECTOR 


The person appointed will have responsibility for St. Mary's, 
Drumcar and the associated Services and will have a 
commitment in general psychiatry and mental handicap to the 
North Easten Health Board at St. Brigid’s Hospital, Ardee 
and St. Davnet’s Hospital, Monaghan, 


Candidates must: 


* possess the M.D., degree in psychiatry or the M.R.C.P.L. in 
psychiatry or membership of the Royal College of 
Psychiatrists or the Diploma in Psychological Medicines 
awarded before February 1972 or a professional qualifica- 
tion at least equivalent to one of these; and 

i | 


have at least seven years satisfactory experience (after 
becoming entitled to full registration) in the practice of the 
medical profession including not less than five years - 
satisfactory experience in psychiatry of which not less than 
three years was in mental handicap psychiatry. 


Application forms and further information available from 
John Pepper, Human Resources Manager, Provincial 
Saar Stillorgan, Co. Dublin, Eire. Tel.; Dublin 


1 


Closing date: Friday, 7th December 1990 


THE UNIVERSITY OF BRITISH COLUMBIA | 


HEAD, DEPARTMENT OF PSYCHIATRY 


$ The Faculty of Medicine, University of British Columbia invites 


applications and nominations for the position of Head of the 


t Department of Psychiatry. 


| We seek an academic leader who will vigorously direct and 


develop the teaching and research progama of the Department 
ospitals. The Department 
has 29 Full-time and 152 Clinical/Part-time Faculty members 
and currently attracts external research support of over $2.5 
million annually. ‘Candidates should hold specialty qualification 
in Psychiatry and have a proven record of scholarly excellence, 
d clinical experience and a commitment to undergraduate 


Í The University of British Columbia is committed to the Federal 
i Government's employment equity program and encourages 


applications from all qualified individuals. In accordance with 


| Canadian immigration requirements, priority will be given to 
| Canadian citizens'and permanent residents. 


Applications, accompanied by a detailed curriculum vitae and 
oe of three references, should be directed by December 
$ l ) to: 


Dr. M.J. Hollenbe 
. Dean, Faculty of Medicine 
Room 317, Instructional Resources Centre 
University of British Columbia 
ealth Sciences 
Vancouver, B.C. V6T 1W5 
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HCA Psychiatric Company’s to me to have a say, to be part of a 
nationwide network of more than 53. community where my opinion 
affiliated hospitals provides a world counts.” 






















of practice opportunity choices ra wana ree ae 
<4 Whether you prefer to join an Austin, Texas te 
51 existing practice or establish a solo “In my family, happy doesn’t 
practice; find a single-specialty necessarily mean living where you 
partnership or join a multispecialty can make the most money. The 
group; prefer the Northeast or the HCA recruiters weighed the things an 
Southwest, HCA responds with that are important to me. After I fi 






practice opportunities suited to your decided on my practice location, 

























needs. HCA physicians tell our story they assumed some economic risk } 
better than we can. to help me get started.” E 
ES “I knew what I wanted. . . to join Clyde Hurst, M.D. =e 
ae an established practice with a quality Affiliated with HCA Poplar Springs Hospital, i 
et hospital affiliation. My husband Petersburg, Virginia Sake 
needed to be near a University, and “The recruiters from HCA PO eet, 
we had agreed to live in the South- seemed to take such an interest in on fore Š 
east. HCA showed the most consid- me. Some of the other companies’ — pisem" 
eration of my husband in the recruiting policies made me feel 
recruiting process.” like a warm body to fill one of their 







Patrice Webster, M.D. slots. HCA took the time to listen 
= ee Affiliated with HCA Coliseum Hospital, to me before they started talking 
ewe ER, Macon, Georgia location possibilities.” 































“I looked at seven locations and ae 
i i Kevin Furgeson, M.D. 
several companies. What impressed Affiliated with HCA Valle» Hospital, 
PE ad me was how the corporation balan- Chatanooga, Tennessee 
agesee: ~| ces compassion for the patient with The choice is yours with HCA. aie 
l the reality of business. They work Call us for more information about 
with their doctors. It was important joining our family of professionals. 
ner 
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HOSPITALLER ORDER OF ST. JOHN OF GOD 


CLINICAL DIRECTOR 


The persón appointed to this position of CONSULTANT 
` CHILD PSYCHIATRIST will have responsibility as 
CLINICAL DIRECTOR for all of the Child Psychiatric 
Services provided by the Order serving a population of half a , 
million in Dublin and Wicklicw. 


There will be a commitment for linkeage purposes to Our 
Lady's Hospital for Sick Children, Crumlin, Dublin. — - 


(a) The possession of the M.D., degree* in psychiatry of a 
recognized university or the M. R.CP.Lin psychiatry or 
membership of the Royal College of Psychiatrists or the : 
Diploma in Psychological Medicine awarded before February, 
ae or a professional qualtraticn at least equivalent to one 

of these. 


(*other than a primary degiee). | 

(b) At least seven years satisfactory experience (after 
becoming entitled to full registration) in the practice of the 
medical profession, including not less than five years 
satisfactory experience in psychiatry of which not less than 
three years was in child psychiatry. © 

Application forms and further information available from 
John Pepper, Human Resource Manager, Provincial 
Administration, Stillorgan, Co. Dublin Eire. Tel.: Dublin 


831201 
Closing Date: 7th December, 1990. 


Making 
A Career Move? 


Psychiatrists 

Making a career move? Why not let your 
Association work for you. For a confidential dis- 
cussion of how we can assist you call or write: 


Graeme Fergusson, Placement Coordinator 
APA / Psychiatric Placement Service - 
1400 K Street N.W., Washington, D.C. 20005 

(202) 682-6108/682-6370 


Dedicated to Serving Mental Health Facilities 
& Psychiatrists Nationwide. 
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“ON: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION 


Jesyrel Dividose 


azodone HCI) 


TION 

.® (trazodone hydrochloride) is an antidepressant chemically unrelated to tricyclic, 
c, or other known antidepressant agents. It is a triazolopyridine derivative designated 
4-(3-chlorophenyl)-1-piperazinyl]propyl]-1,2,4-triazolo[4,3-a]pyridin-3(2H)-one hydro- 
DESYREL is a white odorless crystalline powder which is freely soluble in water. Its 
r weight is 408.3. The empirical formula is CygHpoCINsO*HCl and the structural 
s represented as follows: 


Ma 
y N—CH, —CH,—CH,—=N N -HCI 


N 
i \ 
ka Cl 


- iS supplied for oral administration in 50 mg, 100 mg, 150 mg, and 300 mg tablets. 


. Tablets, 50 mg, contain the following inactive ingredients: dibasic calcium phos- 
stor oil, microcrystalline cellulose, ethylcellulose, FD&C Yellow No. 6 (aluminum lake), 
magnesium stearate, povidone, sodium starch glycolate, and starch (corn). 


. Tablets, 100 mg, contain the following inactive ingredients: dibasic calcium phos- 
stor oil, microcrystalline cellulose, ethylcellulose, lactose, magnesium stearate, povi- 
Adium starch glycolate, and starch (corn). 


. Tablets, 150 mg, contain the following inactive ingredients: microcrystalline cellu- 
a Yellow No. 6 (aluminum lake), magnesium stearate, pregelatinized starch, and 
zid. 

. Tablets, 300 mg, contain the following inactive ingredients: microcrystalline cellu- 
aw ferric oxide, magnesium stearate, sodium starch glycolate, pregelatinized starch, 
bric acid. 

. PHARMACOLOGY 

saanism of DESYREL's antidepressant action in man is not fully understood. In animals, 

selectively inhibits serotonin uptake by brain synaptosomes and potentiates the 

al changes induced by the serotonin precursor, 5-hydroxytryptophan. Cardiac conduc- 
ts of DESYREL in the anesthetized dog are qualitatively dissimilar and quantitatively 
Bounced than those seen with tricyclic antidepressants. DESYREL is not a monoamine 
thibitor and, unlike amphetamine-type drugs, does not stimulate the central nervous 


ESYREL is well absorbed after oral administration without selective localization in any 
hen DESYREL is taken shortly after ingestion of food, there may be an increase in the 
wf drug absorbed, a decrease in maximum concentration anc a lengthening in the time 
Wum concentration. Peak plasma levels occur approximately one hour after dosing 
3YREL is taken on an empty stomach or two hours after dosing when taken with food. 
on of DESYREL is biphasic,.consisting of an initial phase (half-life 3-6 hours) followed 
wer phase (half-life 5-9 hours), and is unaffected by the presence or absence of food. 
b clearance of DESYREL from the body is sufficiently variable, in some patients 
may accumulate in the plasma. 


patients who responded to DESYREL, one-third of the inpatients and one-half of the 
its had a significant therapeutic response by the end of the first week of treatment. 
iarths of all responders demonstrated a significant therapeutic effect by the end of the 
week. One-fourth of responders required 2-4 weeks for a significant therapeutic re- 


WONS AND USAGE 

. is indicated for the treatment of depression. The efficacy of DESYREL has been 

rated in both inpatient and outpatient settings and for depressed patients with and 

»rominent anxiety. The depressive illness of patients studied corresponds to the Major 

+ Episode criteria of the American Psychiatric Association’s Diagnostic and Statistical 
Il. 


pressive Episode implies a prominent and relatively persistent (nearly every day for at 
weeks) depressed or dysphoric mood that usually interferes with daily functioning, 
Jes at least four of the following eight symptoms: change in appetite, change in sleep, 
otor agitation or retardation, loss of interest in usual activities or decrease in sexual 
weased fatigability, feelings of guilt or worthlessness, slowed thinking or impaired 
sation, and suicidal ideation or attempts. 


MNDICATIONS 
is contraindicated in patients hypersensitive to DESYREL 


"GS 

NE HAS BEEN ASSOCIATED WITH THE OCCURRENCE OF PRIAPISM. IN APPROXI- 

™/3 OF THE CASES REPORTED, SURGICAL INTERVENTION WAS REQUIRED AND, IN A 
OF THESE CASES, PERMANENT IMPAIRMENT OF ERECTILE FUNCTION OR IMPO- 

RESULTED. MALE PATIENTS WITH PROLONGED OR INAPPROPRIATE ERECTIONS 
IMMEDIATELY DISCONTINUE THE DRUG AND CONSULT THEIR PHYSICIAN. 


stion should persist, promptly contact Bristol-Myers USPG Medical Services Depart- 
2/429-5591 or 812/429-5000). 


wmescence of priapism and drug-induced penile erections by the intracavernosal injec- 
valpha-adrenergic stimulants such as epinephrine and metaraminol has been re- 
9 For one case of priapism (of some 12-24 hours’ duration) in a DESYREL-treated 
whom the intracavernosal injection of epinephrine was accomplished, prompt detu- 
e occurred with return of normal erectile activity. 


edure should be performed under the supervision of a urologist or a physician familiar 
procedure and should not be initiated without urologic consultation if the priapism has 
for more than 24 hours. 


. (trazodone hydrochloride) is not recommended for use during the initial recovery 
myocardial infarction. 


should be used when administering DESYREL to patients with cardiac disease, and 

vents should be closely monitored, since antidepressant drugs (including DESYREL) 

n associated with the occurrence of cardiac arrhythmias. Recent clinical studies in 

with pre-existing cardiac disease indicate that DESYREL may be arrhythmogenic in 

tients in that population. Arrhythmias identified include isolated PVCs, ventricular 
and in two patients short episodes (3-4 beats) of ventricular tachycardia. 


TIONS 


sibility of suicide in seriously depressed patients is inherent in the illness and may 
ntil significant remission occurs. Therefore, prescriptions should be written for the 
number of tablets consistent with good patient management. 


sion, including orthostatic hypotension and syncope, has been reported to occur in 
receiving DESYREL. Concomitant administration of antihypertensive therapy with 
. May require a reduction in the dose of the antihypertensive drug. 


Wxnown about the interaction between DESYREL and general anesthetics; therefore. 
jwlective surgery, DESYREL should be discontinued for as long as clinically feasible. 


lall antidepressants, the use of DESYREL should be based on the consideration of the 
à that the expected benefits of therapy outweigh potential risk factors. 


‘ion for Patients: 
priapism has been reported to occur in patients receiving DESYREL, patients with 
vd or inappropriate penile erection should immediately discontinue the drug and consult 
physician (see WARNINGS). 
yessants may impair the mental and/or physical ability required for the performance of 
ly hazardous tasks, such as operating an automobile or machinery; the patient should 
yned accordingly. be 


. May enhance the response to alcohol, barbiturates, and other CNS depressants. 


i. should be given shortly after a meal or light snack. Within any individual patient, total 
sorption may be up to 20% higher when the drug is taken with food rather than on an 
tomach. The risk of dizziness/lightheadedness may increase under fasting conditions. 


Laboratory Tests: 

Occasional low white blood cell and neutrophil counts have been noted in patients receiving 
DESYREL® (trazodone hydrochloride). These were not considered clinically significant and cid 
not necessitate discontinuation of the drug; however, the drug should be discontinued in any 
patient whose white blood cell count or absolute neutrophil count falls below normal levels. 
White biood cell and differential counts are recommended for patients who develop fever and 
sore throat (or other signs of infection) during therapy. 


Drug Interactions: 
Increased serum digoxin or phenytoin levels have been reported to occur in patients receiving 
DESYREL concurrently with either of those two drugs. 


It is not known whether interactions will occur between monoamine oxidase (MAO) inhibitors 
and DESYREL. Due to the absence of clinical experience, if MAO inhibitors are discontinued 
shortly before or are to be given concomitantly with DESYREL, therapy should be initiated 
Cautiously with gradual increase in dosage until optimum response is achieved. 


Therapeutic Interactions: 
Concurrent administration with electroshock therapy should be avoided because of the absence 
of experience in this area. 


There have been reports of increased and decreased prothrombin time occurring in Couma- 
dinized patients who take DESYREL. 


Carcinogenesis, Mutagenesis, Impairment of Fertility: 
No drug- or dose-related occurrence of carcinogenesis was evident in rats receiving DESYREL 
in daily oral doses up to 300 mg/kg for 18 months. 


Pregnancy Category C: 

DESYREL has been shown to cause increased fetal resorption and other adverse effects on the 
fetus in two studies using the rat when given at dose levels approximately 30-50 times the 
proposed maximum human dose. There was also an increase in congenital anomalies in one of 
three rabbit studies at approximately 15-50 times the maximum human dose. There are no 
adequate and well-controlled studies in pregnant women. DESYREL shuuld be used during 
pregnancy only if the potential benefit justifies the ;otential risk to the fetus. 


Nursing Mothers: 

DESYREL and/or its metabolites have been found in the milk of lactating rats, suggesting that 
the drug may be secreted in human milk. Caution should be exercised when DESYREL is 
administered to a nursing woman. 


Pediatric Use: 
Safety and effectiveness in children below the age of 18 have not been established. 


ADVERSE REACTIONS 

Because the frequency of adverse drug effects is affected by diverse factors (e.g., drug dose, 
method of detection, physician judgment, disease under treatment, etc.) a single meaningful 
estimate of adverse event incidence is difficult to obtain. This problem is illustrated by the 
variation in adverse event incidence observed and reported from the inpatients and outpatients 
treated with DESYREL. It is impossible to determine precisely what accounts for the differ- 
ences observed. 


Clinical Trial Reports: 

The table below is presented solely to indicate the relative frequency of adverse events reported 
in representative controlled clinical studies conducted to evaluate the safety and efficacy of 
DESYREL. 


The figures cited cannot be used to predict precisely the incidence of untoward events in the 
course of usual medical practice where patient characteristics and other factors often differ 
from those which prevailed in the clinical trials. These incidence figures, also, cannot be 
compared with those obtained from other clinical studies involving related drug products and 
placebo as each group of drug trials is conducted under a different set of conditions. 
Treatment-Emergent 
Symptom Incidence 


Inpts. Outpts. 
D P D P 


Number of Patients 142 95 157 158 
% of Patients 
Reporting 


Allergic 
Skin Condition/Edema 2.8 


Autonomic 
Blurred Vision 6.3 
Constipation 7.0 
Dry Mouth 14.8 


Cardiovascular 
Hypertension 2.1 
Hypotension 7.0 
Shortness of Breath j 
Syncope 2.8 
Tachycardia/Palpitations 0.0 


CNS 
Anger/Hostility 
Confusion 
Decreased Concentration 
Disorientation 
Dizziness/Lightheadedness 
Drowsiness 
Excitement 
Fatigue 
Headache 
Insomnia 
Impaired Memory 
Nervousness 


Gastrointestinal 
Abdominal/Gastric Disorder 
Bad Taste in Mouth 
Diarrhea 
Nausea/Vomiting 


Musculoskeletal 
Musculoskeletal Aches/Pains 


Neurological 
Incoordination 4. 1.9 0.0 
Paresthesia 1.4 0.0 0.0 s 
Tremors ; 5.1 3.8 
Sexual Function 

Decreased Libido 2 1.1 1.3 s 


Other 

Decreased Appetite 

Eyes Red/Tired/Itching 

Head Full-Heavy 

Malaise 

Nasal/Sinus Congestion 

Nightmares/Vivid Dreams 

Sweating/Clamminess 1.4 

Tinnitus 1.4 0.0 
1.4 


=" 
b 
n 
oO 
=b 
w 


on. 
ho ho 
& — 
CON > 
ooo N 


ON =ò -ó = 
Se es 
a E T 
O UI Ua D w 
4-99 
owoo 


— 
— 
= > nM 
D PONN =o — 
>on OO a N 
-å — -i =i 
‘NINN DOTDOONN 


œ a w wo w a wN owa 
9 SoOUNf=AMNOnNnoM 
nonw wwo ow 
P OCMAMNMANDORMN 


-à nme 
i Oi = OOO NIN & ee 


-à 
> 
oo 


o> © > 
nwon 


o 
oOo 

o 

No O 

NOON 


oo w 
oor 
i 
F 


an 
o 
e 
M 
on 
m 
nm 
wn 


w 
> 
D 


NNOC oO 


Weight Gain 
Weight Loss 
* Incidence less than 1%. 
D = DESYREL P = Placebo 
Occasional sinus bradycardia has occurred in long-term studies. 
In addition to the relatively common (i.e., greater than 1%) untoward events enumerated 


N+ + sNwooo. 


ow 


above, the *ollowing adverse events have been reported to occur in association with the usi 
DESYREL® ‘trazodone hydrochloride) in the controlled clinical studies: akathisia, allergic re 
tion, anemia, chest pain delayed urine flow, 3ary menses, flatulence, hallucinations/delusic 
hematuria, hypersalivation, hypomania, impaired speech, impotence, increased appetite, 
creased libido, increased urinary frequency, Tissed periods, muscle twitches, numbness, ; 
retrograde ejaculation. 


Postintroduction Reports: 
Although the following adverse reactions have been reported in DESYREL users, the cat 
association has neither been confirmed nor refuted. 


Voluntary reports received since market intreduction include the following: agitation, alope: 
apnea, ataxia, breast enlargement or engorgement, diplopia, edema, extrapyramidal syr 
toms, grand mal seizures, hallucinations, hemolytic anemia, hyperbilirubinemia, leukonycl 
jaundice, lactation, liver enzyme alterations, methemoglobinemia, nausea/vomiting (most 
quently), paresthesia, priapism (See WARNINGS and PRECAUTIONS, Information for Patier 
some patients have required surgical intervention), pruritis, psychosis, rash, stupor, inapt 
priate ADH syndrome, tardive dyskinesia, unexplained death urinary incontinence, urin 
retention, urticaria, vasedilation, vertigo and weakness. 


Cardiovascular system 2ffects which have been reported include the following: conduct 
block, orthostatic hypotension and syncope palpitations, bradycardia, atrial fibrillation, m 
cardial infarction, cardiac arrest, arrhythmia and ventricular ectopic activity, including vent 
ular tachycardia (see WARNINGS). 


OVERDOSE 
Animal Oral LDsg 


The oral LDs of the drug is 610 mg/kg in mice, 486 mg/kg in rats, and 560 mg/kg in rabb 


Signs and Symptoms: 

Death from overdose hes occurred in patieats ingesting DESYREL (trazodone hydrochiori 
and other drugs concurrently (namely, alcohol; alcohol + chloral hydrate + diazepam; ar 
barbital; chordiazepoxice; or meprobamate . 


The most severe reactions reported to have occurred with overdose of DESYREL alone h 
been priapism, respiratory arrest, seizures, and EKG changes The reactions reported m 
frequently have been drowsiness and vomiting. Overdosage may cause an increase in incide! 
or severity of any of the reported adverse reactions (see ADVERSE REACTIONS). 


Treatment: 

There is no specific anticote for DESYREL. Treatment should be symptomatic and supportiv 
the case ot hypotension or excessive sedation. Any patient suspected of having taken 
overdose should have tha stomach emptied by gastric lavage. Forced diuresis may be usefu 
facilitating elimination of the drug. 


DOSAGE AND ADMINISTRATION 

The dosage should be initiated at a low level and increasec gradually, noting the clini 
response and any eviderce of intolerance. Occurrence of drowsiness may require the admir 
tration of a major portien of the daily dose at bedtime or a reduction of dosage. DESYR 
should be taken shortly after a meal or light snack. Symptomatic relief may be seen during | 
first week, with optimal antidepressant effects typically evident within two weeks. Twenty-f 
percent of those who respond to DESYREL require more than two weeks (up to four weeks) 
drug adminsstration. 


Usual Adult Dosage: 

An initial dose of 150 mg/day in divided doses is suggested. The dose may be increased by 
mg/day every three to four days. The maximum dose for outpatents usually should not exce 
400 mg/day in divided doses. Inpatients (i.e, more severely deoressed patients) may be giv 
up to but not in excess of 600 mg/day in divided doses. 


Maintenance: 

Dosage during prolonged maintenance therapy should be kept at the lowest effective ley 
Once an adequate response has been achieved, dosage mey be gradually reduced, 
subsequent adjustment depending on therapeutic response. 


Although there has been no systematic evaluation of the efficacy of DESYREL beyond 
weeks, it is generally recommended that a course of antidepressant drug treatment should 
continued for several months. 


HOW SUPPLIED 

DESYREL (trazodone hydrochloride) 

Tablets, 50 mg — round, orange/scored, film-sealed (imprinted with DESYREL and MJ 7 
NDC 0087-0775-41 Bottles of 100 
NDC 0087-0775-43 Bottles of 1000 
NDC 0087-0775-42 Cartons of 100 Unit Doses 


Tablets, 108 mg — round, white/scored, film-sealed (imprinted with DESYREL and MJ 7) 


NDC 0087-0776-41 Bottles of 100 
NDC 0087-0776-43 Bottles of 7000 
NDC 0087-0776-42 Cartons of 100 Unit Doses 


Tablets, 15C mg — orange, in the Dividose® tablet design (imprinted with MJ and 778 on fre 
"50," "50," "50° on reverse) 


NOC 0087-0778-43 Bottles of 100 
NDC 0087-0778-44 Bottles of 500 


Tablets, 300 mg — yellow, in the Dividose® tablet design (imprinted with MJ and 796 on fre 
100," "100," "100" an reverse) 
NDC 0087-0796-41 Battles of 100 


U.S. Patent No. 4,215,104 


Store at room temperature. Protect from temperatures above 104°F (40°C). 
Dispense in tight, light-resistant container (USP) 
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WHEN INSOMNIA 
COMPLICATES DEPRESSION 


SONS ID) aN 


Desyrel Dividose 
_ (trazodone HCI!) 


HELPS RELIEVE INSOMNIA SYMPTOMS ASSOCIATED 
WITH DEPRESSION AND TREATS THE DEPRESSION 


Unique 300 mg and 150 mg Dividose tablets make 
daily dosing flexible and easy. Maximum dosage is 

400 mg/d in divided doses for outpatients and 

600 mg/d in divided doses for inpatients. Initial therapy 
is 150 mg/d of Desyrel Dividose in divided doses. 


Mead Himen 


PHARMACEUTICALS 


PNAN A Bristol-Myers Squibb Co ninn i ; ; 
: ; Please see prescribing information on following page. 
YA Evansville, Indiana 47721 © 1990 Bristol-Myers Squibb Company 
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Her anxiolytic 
is working— 

but she’s alert, 
functioning, and ~ 
atnoriskofa ` 


benzodiazepine "f 
withdrawal m 
syndrome when 


therapy ends. That's 


Ša 


BuSpar” (buspirone HCI) 


References:1. Rickels K, etal. Buspirone anddiazepam in anxiety: A controlled study. J Clin Psychiatry 1982;43(12, Sec 2):81-86 
2. Newton RE, etal: A review of the side effect profile of buspirone. Am J Med 1986;80(supp! 3B):17-21. 3. Lucki |, et al: Differential 
eftects of the anxiolytic drugs, diazepam and buspirone, on memory function. Br J Clin Pharmacol 1987,23:207-211. 4. Lader M 
Assessing the potential for buspirone dependence or abuse and effects of its withdrawal. Am J Med 1987,82(supp! 5A):20-26 


Contraindications: Hypersensitivity -0 buspirone hydrochloride 

Warnings: The administration of BuSpar to a patient taking a monoamine oxidase inhibitor 
(MAOI) may pose a hazard. Since blood pressure has become elevated when BuSpar was administered 
concomitantly with an MAOI, such concomitant use is not recommended. BuSpar should not be employed in 
lieu of appropriate antipsychotic treatment. 

Precautions: General—nterference wiih cognitive and motor performance: Although buspirone is less se- 
dating than other anxiolytics and does not produce significant functional impairment, its CNS effects in a given 
patient may not be predictable: therefore, patients should be cautioned about operating an automobile or using 
complex machinery until they are reasonably certain that buspirone does not affect them adversely. Although 
buspirone has not been shown to increase alcohol-induced impairment in motor and mental performance, it is 
prudent to avoid concomitant use with alcohol. 

Potential for withdrawal reactions in sedative/hypnotic/anxiolytic drug dependent patients: Because buspirone 
will not block the withdrawal syndrome offen seen with cessation of therapy with benzodiazepines and other 
common sedative/hypnotic drugs, before starting buspirone withdraw patients gradually from their prior treat- 
ment, especially those who used a CNS depressant chronically. Rebound or withdrawal symptoms may occur 
over varying time periods, depending in part on the type of drug and its elimination half-life. The withdrawal 
syndrome can appear as any combinatio of irritability, anxiety, agitation, insomnia, tremor, abdominal cramps, 
muscle cramps, vomiting, sweating, flu-like symptoms without fever, and occasionally, even as seizures. 
Possible concerns related to buspirone’s binding to dopamine receptors: Because buspirone can bind to cen- 
tral dopamine receptors, a question has been raised about its potential to cause acute and chronic changes in 
dopamine mediated neurological function (eg, dystonia, pseudoparkinsonism, akathisia, and tardive dyskine- 
sia). Clinical experience in controlled trials has failed to identify any significant neuroleptic-like activity; how- 
ever, a syndrome of restlessness, appearing shortly after initiation of treatment, has been reported; the 


© 1989, Bristol-Myers. Company, Evansville, Indiana 47721, U.S.A. MJL 8-4271 
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syndrome may be due to increased central noradrenergic activity or may be attributable to dopaminergic effects 
a represent akathisia) 
nformation for Patients—Patients should be instructed to inform their physician about any medications, 
prescription or nonprescription, alcohol or drugs they are now taking or plan to take during treatment with bu- 
spirone; to inform their physician if they are pregnant, are planning to become pregnant, or become pregnant 
while taking buspirone; to inform their physician if they are breast feeding; and not to drive a car or operate po- 
tentially dangerous machinery until they experience how this medication affects them 
Drug Interactions—Concomitant use with other CNS active drugs should be approached with caution (see 
Warnings). Concomitant use with trazodone may have caused 3- to 6-fold elevations on SGPT (ALT) in a few 
patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperidol con- 
centrations in normal volunteers. The clinical significance is not clear. Buspirone does not displace tightly 
bound drugs like phenytoin, propranolol, and warfarin from serum proteins, but may displace less firmly 
bound drugs like digoxin. However, there was one report of prolonged prothrombin time when buspirone was 
iven to a patient also treated with warfarin, phenytoin, phenobarbital, digoxin, and Synthroid. 
arcinogenesis, Mutagenesis, Impairment of Fertility—No evidence of carcinogenic potential was 
observed in rats or mice; buspirone did not induce point mutations, nor was DNA damage observed: chromo- 
somal aberrations or abnormalities did not occur 
Pregnancy: Teratogenic Effects—Pregnancy Category B: Should be used during pregnancy only if 
clearly needed. 
Nursing Mothers—Administration to nursing women should be avoided if clinically possible 
Pediatric Use—The safety and effectiveness have not been determined in individuals below 18 years of age 
Use in the Elderly—No unusual, adverse, age-related phenomena have been identified in elderly patients 
pone total, modal daily dose of 15 mg. 
Use in Patients with Impaired Hepatic or Renal Function—Since buspirone is metabolized by the 
liver and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment. 
Adverse Reactions (See also Precautions): Commonly Observed—The more commonly observed 
untoward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, nausea, 
headache, nervousness, lightheadedness, and excitement 
Associated with Discontinuation of Treatment—The more common events causing discontinuation in- 
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for a different kind of calm 


BuSpar cuts the link between 
efficacy and CNS-depressant 
effects 


BuSpar relieves anxiety’ 
and returns your patient to 
normal activity 


... with no more drowsiness (10%) 
than induced by placebo (9%)’ 


... without significant cognitive’ 
or functional impairment * 


... without a benzodiazepine 
withdrawal syndrome on 
discontinuation‘ 


cluded: central nervous system disturbances (3.4%), primarily dizziness, insomnia, nervousness, drowsiness, 
lightheaded feeling. gastrointestinal disturbances (1.2%), er nausea; miscellaneous disturbances 
(1.1%), primarily headache and fatigue. In addition, 3.4% of patients had multiple complaints, none of which 
could be characterized as peman 
Incidence in Controlled Clinical Trials—Adverse events reported by 1% or more of 477 patients who re- 
ceived buspirone in four-week, controlled trials: Cardiovascular: Tachycardia/palpitations 1%. CNS: Dizziness 
12%, drowsiness 10%, nervousness 5%, insomnia 3%, lightheadedness 3%, decreased concentration 2%, 
excitement 2%, anger/hostility 2%, contusion 2%, depression 2%. EENT: Blurred vision 2%. Gastrointestinal: 
Nausea 8%, dry mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constipation 1%, vomiting 1%. Mus- 
culoskeletal: Musculoskeletal aches/pains 1%. Neurological: Numbness 2%, paresthesia 1%, incoordination 
1%, tremor 1%. Skin: Skin rash 1%. Miscellaneous: Headache 6%, fatigue 4%, weakness 2%, sweating/ 
clamminess 1%. 
Other Events Observed During the Entire Premarketing Evaluation—The relative frequency of all 
other undesirable events reasonably associated with the use of buspirone in approximately 3000 subjects who 
took multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as follows: 
Frequent are those occurring in at least 1/100 patients; infrequent are those occurring in 1/100 to 11000 patients; 
and rare are those occurring in less than 1/1000 patients. Cardiovascu/ar—trequent: non-specific chest pain; in- 
frequent: syncope, hypotension, hypertension; rare: cerebrovascular accident, congestive heart failure, myo- 
cardial infarction, cardiomyopathy, bradycardia. Central Nervous System—trequent: dream disturbances; 
infrequent: depersonalization, dysphoria, noise intolerance, euphoria, akathisia, fearfulness, loss of interest, 
dissociative reaction, hallucinations, suicidal ideation, seizures; rare: feelings of claustrophobia, cold intoler- 
ance, stupor, slurred speech, psychosis. EENT —frequent: tinnitus, sore throat, nasal congestion; infrequent: 
redness and itching of the eyes, altered taste, altered smell, conjunctivitis; rare: inner ear abnormality, eye pain, 
hotophobia, pressure on eyes. Endocrine—rare: galactorrhea, thyroid abnormality. Gastrointestinal— 
infrequent: flatulence, anorexia, increased appetite, salivation, irritable colon, rectal bleeding; rare: burning of 
the tongue. Genifourinary—intrequent: urinary frequency, urinary hesitancy, menstrual irregularity and spot- 
ting, dysuria; rare: amenorrhea, pelvic inflammatory disease, enuresis, nocturia. Musculoskeleta/—intrequent: 
muscle cramps, muscle spasms, rigid/stiff muscles, arthralgias. Neuro/ogica/—intrequent: involuntary move- 
ments, slowed reaction time: rare: muscle weakness. Respiratory —infrequent: hyperventilation, shortness of 


5 mg and 10 mg 





Well tolerated 


The more commonly observed 
untoward events associated 

with the use of BuSpar not seen 

at an equivalent incidence 

among placebo-treated patients 
include dizziness (12%), nausea (8%), 
headache (6%), nervousness (5%), 
lightheadedness (3%), 

and excitement (2%). 


*Because the effects of BuSpar in any individual 


patient may not be predictable, patients should be 
cautioned about operating an automobile or using 
complex machinery until they are reasonably 
certain that BuSpar treatment does not affect 
them adversely. 


breath, chest congestion; rare: epistaxis. Sexual Function—intrequent: decreased or increased libido; rare: de- 
layed ejaculation, impotence. Skin—intrequent: edema, pruritus, flushing, easy bruising, hair loss, dry skin, 
facial edema, blisters; rare: acne, thinning of nails. Clinical Laboratory—intrequent: increases in hepatic 
aminotransferases (SGOT, SGPT); rare: bosinc ee leukopenia, thrombocytopenia. Miscellaneous— 
infrequent: weight gain, fever, roaring sensation in the head, weigh loss, malaise; rare: alcohol abuse, bleeding 
disturbance, loss of voice, hiccoughs. 

Postintroduction Clinical Experience—Rare occurrences af allergic reactions, cogwheel rigidity, 5 
tonic reactions, ecchymosis, emotional lability, tunnel vision, and urinary retention have been reported. 
men of De uncontrolled nature of these spontaneous reports, acausal relationship to BuSpar has not been 

etermined. 
Drug Abuse and Dependence: Controlled Substance Class—Not a controlled substance. 


e- 


el se and Psychological Dependence—Busoirone has shown no potential for abuse or diversion 
and there is no evidence that it causes tolerance, or either physical or psychological dependence. However, 
since it is difficult to predict from experiments the exten: to which a CNS-active drug wil! be misused, diverted, 
and/or abused once marketed, physicians should carefully evaluate patients for a history of drug abuse and fol- 
low such patients closely, observing them for signs of buspirone Tiisuse or abuse {eg, development of toler- 
ance, incrementation of dose, drug-seeking behavior). 

Overdosage: Signs and Symptoms—A\ doses approaching 375 mg/day the following symptoms were 
observed: nausea, vomiting, dizziness, drowsiness, miosis, and gastric distress. Nodeaths have been reported 
in humans either with deliberate or accidental overdosage. 

Recommended Overdose Treatment—Genera| symptomatic and supportive measures should be used 
along with immediate gastric lavage. No specific antidote is known and dialyzability of buspirone has not been 


determined. 
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“IT FEELS GOOD 
TO FEEL USEFUL AGAIN” 


For the chronic schizophrenic patient, 
Navane can mean more competent 
work performance,'’ and a smoother 
path towards social recovery. Navane 
may help improve the ability to 
concentrate, and promote a better 
attitude toward work and co-workers.'* 


Anticholinergic* and cardiovascular*® 
side effects in patients treated with 
Navane are reported infrequently. 
Should extrapyramidal symptoms 
occur, they usually can be controlled. 


In schizophrenia, 


27% rise in work output 
compared to baseline shown 
in patients switched to Navane?’ 


PERCENT CHANGE 


MONTHS OF STUDY 


(Adapted from DiMascio and Demirgian?.*) 


Forty-two psychotic male and female patients under age 55 were 
entered in this study on a nonblind basis, and randomly assignec to 
their regular medication or switched to thiothixene. Patients were 
evaluated at baseline and on a daily basis, and periodically rated on 
the Global Improvement and Brief Psychiatric Rating Scales. 


Navane thicthivene](thiothivene HC) 


Please see brief summary of NAVANE® (thiothixene/thiothixene HCl) prescribing information on adjacent page. 
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It feels good to feel 
useful again — 


References: 1. Bressler B, Friedel RO: A comparison between chlorpromazine and thiothixene in a Veterans 
Administration hospital population. Psychosomatics 1971;12:275-277. 2. DiMascio A, nay tt E: Stud 
of the activating properties of thiothixene. Psychosomatics 1972:13:105-108. 3. DiMascio A, Demirgian E: 
Job training in the rehabilitation of the chronic schizophrenic. Presented as a Scientific Exhibit at The Amer- 
ican Psychiatric Association. Washington, DC, May 3-6, 1971. 4. Goldstein B, Weiner D, Banas F: Clinical 
evaluation of thiothixene in chronic ambulatory schizophrenic patients, in Lehmann HE, Ban TA (eds): The 
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patients: A double-blind comparison. Presented as a Scientific Exhibit at The 125th Annual Meeting of the 
Amencan Psychiatric Association, Dallas, May 1-4, 1972. 6. Data available on request from Roerig. 


BRIEF SUMMARY OF PRESCRIBING INFORMATION 

Navane® (thiothixene) Capsules: 1 mg, 2 mg, 5 mg, 10 mg, 20 mg 

—— hydrochloride) Concentrate: § mg/ml, Intramuscular: 2 mg/ml, 5 mg/ml 

ndications: Navane is effective in the management of manifestations of psychotic disorders. Navane has 
not been evaluated in the management of behavioral complications in patients with mental retardation. 
Contraindications: Contraindicated in patients with circulatory collapse, comatose states, central nervous 
system depression due to any cause, and blood dyscrasias. Contraindicated in individuals who have shown 
hypersensitivity to the drug. It is not known whether there is a cross-sensitivity between the thioxanthenes 
and tne phenothiazine derivatives, but the possibility should be considered. 

Warnings: Tardive Dyskinesia—Tardive dyskinesia, a syndrome consisting of potentially irreversible, in- 
voluntary, dyskinetic movements may develop in patients treated with neuroleptic oops ear drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly women, 
itis impossible to rely upon prevalence estimates to predict, at the inception of neuroleptic treatment, which 
patients are likely to develop the syndrome. Whether neuroleptic drug products differ in their potential to 
Cause tardive dyskinesia is unknown. 

Both the risk of ey the syndrome and the likelihood that it will become irreversible are believed 
to increase as the duration of treatment and the total cumulative dose of neuroleptic drugs administered to 
the el increase. However, the syndrome can develop, although much less commonly, after relatively 
brief treatment periods at low doses. 

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may 
remit, partially or completely, if neuroleptic treatment is withdrawn. Neuroleptic treatment, itself, however, 
may suppress (or partially suppress) the signs and symptoms of the syndrome and thereby may possibly 
mask the underlying disease process. The effect that symptomatic suppression has upon the long-term 
course of the syndrome is unknown. 

Given these considerations, neuroleptics should be prescribed in a manner that is most likely to minimize 
the occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generally be reserved for pa- 
tients who suffer from a chronic illness that, 1) is known to respond to neuroleptic drugs, and, 2) for whom 
alternative, equally effective, but potentially less harmful treatments are not available or appropriate. In pa- 
tients who do require chronic treatment, the smallest dose and the shortest duration of treatment producing 
a eset Clinical response should be sought. The need for continued treatment should be reassessed 
periodically. 

If ns ge and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug discontinuation 
pine be considered. However, some patients may require treatment despite the presence of the 
syndrome. 

(For further information about the description of tardive dyskinesia and its clinical detection, please refer 
to Information for Patients in the Precautions section, and to the Adverse Reactions section.) 

Neuroleptic Malignant Syndrome (NMS)—A potentially fatal symptom complex sometimes referred to 
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs. Clin- 
ical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of auto- 
nomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythimas). 

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is 
important to identify cases where the clinical presentation includes both serious medical illness \e-9. , pneu- 
monia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms 
(EPS). Other important considerations in the differential diagnosis include central anticholinergic toxicity, 
heat stroke, drug fever and primary central nervous system (CNS) pathology. 

The management of NMS should include 1) immediate discontinuation of antipsychotic drugs and other 
drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and medical moman, and 
3) treatment of any concomitant serious medical problems for which specific treatments are available. There 
is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS. 

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction 
of drug therapy should be carefully considered. The patient should be carefully monitored, since recur- 
rences of NMS have been reported. 

Usage in Pregnancy—Safe use of Navane during pregnancy has not been established. Therefore, this 
drug should be given to pregnant patients only when, in the judgment of the physician, the expected benefits 
from the treatment exceed the possible risks to mother and fetus. Animal reproduction studies and clinical 
experience to date have not demonstrated any teratogenic effects. 

In the animal reproduction studies with Navane, there was some decrease in conception rate and litter 
size, and an increase in ee rate in rats and rabbits, changes which have been similarly reported with 
other psychotropic agents. After repeated oral administration of Navane to rats (5 to 15 mg/kg/day), rabbits 
(3 tc 50 mg/kg/day), and monkeys (1 to 3 mg/kg/day) before and during gestation, no teratogenic effects 
were seen. (See Precautions.) 

Usage in Children—The use of Navane in children under 12 years of age is not recommended because 
safety and efficacy in the pediatric age group have not been established. 

As is true with many CNS drugs, Navane may impair the mental and/or physical abilities required for the 
performance of potentially hazardous tasks such as driving a car or operating machinery, especially during 
the first few days of therapy. Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting ungs, patients eak Navane should be cautioned about the pos- 
sible additive effects (which may include hypotension) with CNS depressants and with alcohol. 
Precautions: An antiemetic effect was observed in animal studies with Navane; since this effect may also 
occur in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

In consideration of the known capability of Navane and certain other psychotropic drugs to precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive disorders or those in 
a State of alcohol withdrawal since it may lower the convulsive threshold. Although Navane potentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane 
is acministered concurrently. 

Caution as well as careful adjustment of the dosage is indicated when Navane is used in conjunction with 
other CNS depressants other than anticonvulsant drugs 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution in patients 
who are known or suspected to have glaucoma, or who might be exposed to extreme heat, or who are 
receiving atropine or related drugs. 

Use with caution in patients with cardiovascular disease. 

Aso, careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine 
lenticular pigmentation has been noted in a small number of patients treated with Navane for prolonged 
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periods). Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage 
(jaundice, biliary stasis) have been reported with related drugs 

Undue exposure to sunlight should be avoided. Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

Intramuscular Administration—As with all intramuscular preparations, Navane Intramuscular should be 
injected well within the body of a relatively large muscle. The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-lateral thigh. 

The deltoid area should be used only if well developed, such as in certain adults and older children, and 
then only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the 
lower and mid-thirds of the upper arm. As with all intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessel. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one third of human breast cancers are prolactin-dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyneco- 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of neuroleptic drugs. Neither clinical studies nor epidemiologic studies conducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

Information for Patients—Given the likelinood that some patients exposed chronically to neuroleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use is contemplated be given, if 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient to understand the 
information provided. 
Adverse Reactions: Note: Not all of the following adverse reactions have been reported with Navane 
(thiothixene). However, since Navane has certain chemical and pharmacologic similarities to the phenothi- 
azines, all of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. In the event hypoten- 
sion occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 
delle These changes are usually reversible and frequently disappear on continued Navane therapy. 

he incidence of these changes is lower than that observed with some phenothiazines. The clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually subsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines, 
but less than that of certain aliphatic phenothiazines. Restlessness, agitation and insomnia have been noted 
hk — Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

se rerinfiiia has been reported in infants delivered from mothers having received structurally related 
drugs. 

In addition, phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported. 
Management of these extrapyramidal symptoms depends upon the type and severity. Rapid relief of acute 
symptoms may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be managed by reducing the dosage of Navane and/or administering an oral antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive pad may appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue, face, mouth or jaw (e.g., protrusion of 
tongue, puffing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. 

Since early detection of tardive dyskinesia is important, pa should be monitored on an ongoing ba- 
sis. It has been reported that fine vermicular movement of the tongue may be an early a of the syndrome. 
if this or any other presentation of the syndrome is observed, the clinician should consider possible discor- 
tinuation peuraa medication. (See Warnings section.) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatase, usually transient, hav 2 
been infrequently observed in some patients. No clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologic Effects: As is true with certain other psychotropic drugs, leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane. Other antipsychotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Allergic Reactions: Rash, pruritus, urticaria, rheegerolinet el and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sunlight should be avoided. Although not experienced with 
Navane, exfoliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a small 
percentage of females receiving Navane. If persistent, this may necessitate a reduction in dosage or the 
discontinuation of therapy. Phenothiazines have been associated with false positive pregnancy tests, gy- 
necomastia, hypoglycemia, hyperglycemia, and glycosuria. 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, in- 
creased Salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
weight, weakness or fatigue, polydipsia and peripheral edema. 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic lupus erythematosus-like syndrome. 

gad aia Malignant Syndrome (NMS): Please refer to the text regarding NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. In others, the cause could not be determined nor could it be established that death was 
due to phenothiazine administration. 

Dosage: Dosage of Navane should be individually adjusted depending on the chronicity and severity of the 
condition. See full prescribing information. 

sola For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information. 
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Kate's doctor wants a new-generation, 


non-serotonergic antidepressant which 
also causes little or no drowsiness 
or weight gain... 


Œ Ninety percent of patients treated with 
WELLBUTRIN gained no weight." 


Œ The incidence of drowsiness is 
comparable to that of placebo.’ 
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90.6% gained no weight 


Relieves depression with 
little or no daytime drowsiness 
Incidence of Sedation 3* 
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The overweight woman who 
couldn't stay awake 


Name: Kate — Occupation: Legal assistant 
Age: 33 — Height: 5'6" — Weight: 160 Ib 


Current History 

Patient is hypersomnic, fatigued, and overweight. This 
current episode of depression has been going on for 
14 months. She has difficulty functioning at work due to 
lack of concentration on the job. 


Past history 

Patient has a 15-year history of recurrent major depression 

and was hospitalized three times between the ages of 18 

and 26. During a previous episode of 8 months’ duration, she 
was unresponsive to a variety of antidepressants. Spontaneous 
remission of 5 months’ duration followed. 


Diagnosis: Depression 


Prescribing considerations | 
Patient is overweight and also sleeps excessively. 















Recommendation 
Start WELLBUTRIN to relieve depression with little or 
no drowsiness or weight gain. | 


Outcome 

At week 5, patient's depression appears to be 
improving. She reports feeling more energetic, 
with less daytime drowsiness, and reports 

not having gained any additional weight. 


See brief summary of full prescribing information 
on last page of this advertisement. 
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Every day doctors are choosing 
WELLBUTRIN instead 
of Prozac” (fluoxetine HCI). 


WELLBUTRIN is a unique 
new-generation 
antidepressant that: 


Œ Effectively relieves depression with few life-style disruptions 
E Is non-serotonergic?** 





Has few cardiovascular effects”? 





Causes few anticholinergic effects?" 





Causes little or no weight gain’? 





Causes little or no daytime drowsiness? 





Has minimal risk of sexual dysfunction” 


The principal medically important adverse reaction with WELLBUTRIN is seizure, 
which occurs in approximately four-tenths of one percent of patients. This incidence 
may exceed that of other marketed antidepressants, although no direct comparative 
Studies have been conducted. For more information about dosing to achieve optimal 
patient response and recommendations for reducing the risk of side effects, see 

full prescribing information, especially the DOSAGE AND ADMINISTRATION and 
WARNINGS sections. 


References: 

1. Harto-Truax N, Stern WC, Miller LL, Sato TL, Cato AE. Effects of bupropion on body weight. J Clin Psychiatry. 
1983;44(5, sec 2):183-186. 2. Data on file, Burroughs Wellcome Co., 1990. 3. Lineberry CG, Johnston JA, 
Raymond RN, et al. A fixed-dose (300 mg) efficacy study of bupropion and placebo in depressed outpatients. 

J Clin Psychiatry. 1990;51:194-199. 4. Shea VK, Wang CM. Bupropion (Wellbutrin) inhibits the firing rates of 
noradrenergic but not serotonergic neurons. Soc Neurosci. 1985;11:185. Abstract. 5. Ferris RM, Cooper BR, 
Maxwell RA. Studies of bupropion’s mechanism of antidepressant activity. J Clin Psychiatry. 1983;44(5, sec 2): 
74-78. 6. Richelson E. Synaptic pharmacology of antidepressants: an update. McLean Hosp J. 1988;XII|:67-88. 
7. Roose SP, Glassman AH, Giardina EGV, Johnson LL, Walsh BT, Bigger JT Jr. Cardiovascular effects of 
imipramine and bupropion in depressed patients with congestive heart failure. J Clin Psychopharmacol. 1987; 
7:247-251. 8. Farid FF, Wenger TL, Tsai SY, Singh BN, Stern WC. Use of bupropion in patients who exhibit 
orthostatic hypotension on tricyclic antidepressants. J Clin Psychiatry. 1983:44 (5, sec 2):170-173. 9. Wenger TL, 
Cohn JB, Bustrack J. Comparison of the effects of bupropion and amitriptyline on cardiac conduction in depressed 
patients. J Clin Psychiatry. 1983;44(5, sec 2):174-175. 10. Gardner EA, Johnston JA. Bupropion—an 
antidepressant without sexual pathophysiological action. J Clin Psychopharmacol. 1985:5:24-29. 


The patient depicted in this advertisement is not an actual patient, but is a fictional composite of 
typical patient types. 


Start with 
non-serotonergic 


Wellbutrin 


% anna (BUPROPION HCI) 


Wellcome Research Triangle Park, NC 27709 Relieves depression with 
Copr. © 0B hs Well Co. All righ d. m = = 
Printed ‘ ic. Ue oo et few life-style disruptions 


* Prozac is a registered trademark of Dista Products Co., 
a division of Eli Lilly and Company 





WELLBUTRIN” (Bupropion nyorocutorie) Tablets 


Before prescribing, please consult complete product information, a summary of which follows: 


INDICATIONS AND USAGE: Wellbutrin is indicated for the treatment of depression. A physician considering the initia- 
tion of Wellbutrin should be aware that the drug may cause generalized seizures with an approximate incidence of 
0.4% (4/1000). This incidence may exceed that of other antidepressants as much as fourfold, This relative risk is 
only an approximation since no direct comparative studies have been conducted. 


CONTRAINDICATIONS: Wellbutrin is contraindicated in patients: with a seizure disorder: with acurrent or prior diagnosis 
of bulimia or anorexia nervosa, because of a higher incidence of seizures noted in such patients: who have shown 
an allergic response to it; or who are currently being treated with an MAO inhibitor. At least 14 days should elapse 
between discontinuation of an MAO inhibitor and initiation of treatment with Wellbutrin, 


WARNINGS: SEIZURES: Wellbutrin is associated with seizures in approximately 0.4% (4/1000) of patients treated 
cir to 450 mg/day. This incidence of seizures may exceed that of other marketed antidepressants by as much 
as fou . This relative risk is only an approximate estimate because no direct comparative studies have been con- 
ducted. The estimated seizure incidence tor Wellbutrin increases almost tenfold between 450 and 600 m /day, which 
is twice the usually required daily dose (300 mg) and one and one-third the maximum recommended daily dose (450 
mg). Given the wide variability among individuals and their capacity to metabolize and eliminate drugs, this dispropor- 
tionate increase in seizure incidence with dose incrementation calls for caution in dosing. 

During the initial development, 25 among approximately 2400 patients treated with Wellbutrin experienced seizures. 
At the time of seizure, 7 patients were receiving daily doses of 450 mg or below, for an incidence of 0.33% (3/1000) 
within the recommended dose range. Twelve (12) patients experienced seizures at 600 mg per day (2.3% incidence); 
6 additional patients had seizures at daily doses between 600 and 900 mg (2.8% incidence). 

A separate, pros study was conducted to determine the incidence of seizure during an 8 week treatment ex- 
posure in approximately 3200 additional patients who received daily doses of up to 450 mg. Patients were permitted 
to continue treatment beyond 8 weeks if clinically indicated. Eight (8) seizures occurred during the initial 8 week treatment 
— — à — were reported in patients continuing treatment beyond 8 weeks, resulting in a total seizure in- 
cidence of 0.4%. 

The risk of seizure appears to be strongly associated with dose and the presence of predisposing factors. A signifi- 
cant sie recery factor (e.g., history of head trauma or prior seizure, CNS tumor, concomitant medications that lower 
seizure threshold, etc.) was present in approximately one-half of the patients experiencing a seizure. Sudden and 
large increments in dose may contribute to increased risk. While many seizures occurred early in the course of treat- 
ment, some seizures did occur after several weeks at fixed dose. 

Recommendations for reducing the risk of seizure: Retrospective analysis of clinical experience gained during the 
development of Wellbutrin suggests that the risk of seizure may be minimized if (1) the total daily dose of Wellbutrin 
does not exceed 450 mg, (2) the daily dose is administered t.i.d., with each single dose not to exceed 150 mg to avoid 
high peak concentrations of bupropion and/or its metabolites, and (3) the rate of incrementation of dose is very gradual. 
Extreme caution should be used when Wellbutrin is (1) administered to patients with a history of seizure, cranial trauma, 
or other predisposition(s) toward seizure, or (2) with other agents (e.9., antip , other antidepressants, 
etc.) or treatment regimens (e.g., abrupt discontinuation of a benzodiazepine) that lower seizure threshold. 
Potential for Hepatotoxicity: In rats receiving large doses of bupropion chronically, there was an increase in incidence 
of hepatic hyperplastic nodules and hepatocellular hypertrophy. In dogs receiving large doses of bupropion chronically, 
various histologic changes were seen in the liver, and laboratory tests suggesting mild hepatocellular injury were noted. 
Although scattered abnormalities in liver function tests were detected in patients participating in clinical trials, there 
is no clinical evidence that bupropion acts as a hepatotoxin in humans 


PRECAUTIONS: General: 

Agitation and Insomnia: A substantial proportion of patients treated with Wellbutrin experience some degree of in- 
creased restlessness, agitation, anxiety, and insomnia, especially shortly after initiation of treatment. In clinical studies, 
these symptoms were sometimes of sufficient magnitude to require treatment with sedative/ hypnotic drugs. In ap- 
proximately 2% of patients, symptoms were sufficiently severe to require discontinuation of Wellbutrin treatment 
Psychosis, Confusion, and Other Neuropsychiatric Phenomena: Patients treated with Wellbutrin have been reported 
to show a variety of neuropsychiatric signs and symptoms including delusions, hallucinations, psychotic episodes, 
confusion, and paranoia. Because of the uncontrolled nature of many studies, it is impossible to provide a precise 
estimate of the extent of risk imposed by treatment with Wellbutrin. In several cases, neuropsychiatric phenomena 
abated upon dose reduction and/or withdrawal of treatment. 

Activation of Psychosis and/or Mania: Antidepressants can precipitate manic episodes in Bipolar Manic Depressive 
patients during the depressed phase of their iliness and may activate latent psychosis in other susceptible patients. 
Wellbutrin is expected to pose similar risks. 

Altered Appetite and Weight: A weight loss of greater than 5 pounds occurred in 28% of Wellbutrin patients. This 
incidence is approximately double that seen in comparable patients treated with tricyclics or placebo. Furthermore, 
while 34.5% of patients receiving tricyclic antidepressants gained weight, only 9.4% of patients treated with Wellbutrin 
did. Consequently, if weight loss is a major presenting sign of a patient's depressive illness, the anorectic and/or 
weight reducing potential of Wellbutrin should be considered. 

Suicide: The possibility of a suicide attempt is inherent in depression and may persist until significant remission oc- 
curs. Accordingly, prescriptions for Wellbutrin should be written for the smallest number of tablets consistent with 
good patient management. 

Use in Patients with Systemic Iliness: There is no clinical experience establishing the safety of Wellbutrin in patients 
with a recent history of myocardial infarction or unstable heart disease. Therefore, care should be exercised if it is 
used in these groups. 


Because bupropion HCI and its metabolites are almost completely excreted through the kidney and metabolites are 
likely to undergo conjugation in the liver prior to urinary excretion, treatment of patients with renal or hepatic impair- 
ment should be initiated at reduced dosage as bupropion andits metabolites may accumulate in such patients beyond 
concentrations expected in patients without renal or hepatic impairment. The patient should be closely monitored 
for possible toxic effects of elevated blood and tissue levels of drug and metabolites. 

Information for Patients: Consult complete product information. 

Drug Interactions: No systematic data have been collected on the consequences of the concomitant administration 
of Wellbutrin and other drugs. 


However, animal data suggest that Wellbutrin may be an inducer of drug metabolizing enzymes. This may be of poten- 
tial clinical importance because the blood levels of co-administered drugs may be altered. 

Alternatively, because bupropion is extensively metabolized, the co-administration of other drugs may at’ect its clinical 
activity. In particular, care should be exercised when administering drugs known to affect hepatic drug metabolizing 
enzyme systems (€.g., Carbamazepine, cimetidine, phenobarbital, phenytoin). 

Studies in animals demonstrate that the acute toxicity of bupropion is enhanced by the MAO inhibitor phenelzine (see 
CONTRAINDICATIONS). 

Limited clinical data suggest a higher incidence of adverse experiences in patients receiving concurrent administra- 
tion of Wellbutrin and L-dopa. Administration of Wellbutrin to patients receiving L-dopa concurrently should be undertaken 
with caution, using small initial doses and small gradual dose increases. 

Concurrent administration of Wellbutrin and agents which lower seizure threshold should be undertaken only with 
extreme caution (see WARNINGS). Low initial dosing and small gradual dose increases should be employed. 
Carcinogenesis, Mutagenesis, Impairment of Fertility: Lifetime carcinogenicity studies were performed in rats and 
mice at doses up to 300 and 150 mg/ Kg /day, respectively. In the rat study there was an increase in nodular proliferative 
lesions of the liver at doses of 100 to 300 mg/kg/day; lower doses were not tested. The question of whether or not 
such lesions may be precursors of neoplasms of the liver is currently unresolved. Similar liver lesions were not seen 
in the mouse study, and no increase in malignant tumors of the liver and other organs was seen in either study. 
Bupropion produced a borderline positive response (2-3 times contro! mutation rate) in some strains in the Ames bacterial 
mutagenicity test, and a high oral dose (300, but not 100 or 200 mg/kg) produced a low incidence of chromosomal 
aberrations in rats. The relevance of these results in estimating the risk of human exposure to therapeutic doses is 
unknown 

A fertility study was performed in rats; no evidence of impairment of fertility was encountered at oral doses up to 300 
mg/kg/day. 

Pregnancy: Teratogenic Effects: Pregnancy Category B: Reproduction studies have been performed in rabbits and 
rats at doses up to 15-45 times the human daily dose and have revealed no definitive evidence of impaired fertility 
or harm to the fetus due to bupropion. (in rabbits, a slightly increased incidence of fetal abnormalities was seen in 
two studies, but there was no increase in any specific abnormality). There are no adequate and well-controlled studies 
in pregnant women. Because animal reproduction studies are not always predictive of human response, this drug 
should be used during pregnancy only if clearly needed. 

Labor and Delivery: The effect of Wellbutrin on labor and delivery in humans is unknown. 

Nursing Mothers: Because of the potential for serious adverse reactions in nursing infants from Wellbutrin, a deci- 
sion should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance 
of the drug to the mother. 

Pediatric Use: The safety and effectiveness of Wellbutrin in individuals under 18 years old have not been established. 
Use in the Elderly: Wellbutrin has not been systematically evaluated in older patients. 


ADVERSE REACTIONS: (See also WARNINGS and PRECAUTIONS) Adverse events commonly encountered in patients 
treated with Wellbutrin are agitation, dry mouth, insomnia, headache/migraine, nausea/vomiting, constipation, and 
tremor. 

Adverse events were sufficiently troublesome to cause discontinuation of Wellbutrin treatment in approximately ten 
percent of the 2400 patients and volunteers who participated in clinical trials during the product's initial develop- 
ment. The more common events causing discontinuation include neuropsychiatric disturbances (3.0%), primarily 
agitation and abnormalities in mental status; gastrointestinal disturbances (2.1%), primarily nausea and vomiting: 
neurological disturbances (1.7%), primarily seizures, headaches, and sleep disturbances; and dermatologic prob- 
lems (1.4%), primarily rashes. It is important to note, however, that many of these events occurred at doses that ex- 
ceed the recommended daily dose. 


The table below is presented solely to indicate the relative frequency of adverse events reported in representative con- 
trolled clinical studies conducted to evaluate the safety and efficacy of Wellbutrin underrelatively similar conditions 
of daily dosage (300-600 mg), setting, and duration (3-4weeks). The figures cied can et be used to predict precise- 
ly the incidence of untoward events in the course of usual medical practice where patient characteristics and other 
factors must differ from those which prevailed in the clinical trials. These incidence figures also cannot be compared 
with those obtained from other clinical studies involving related drug products as eact group of drug trials is con- 
ducted under a different set of conditions. 

Finally, itis important to emphasize that the tabulation dees not reflect the relative severity and/or clinical importance 
of the events. A better perspective on the serious adverse events associated with the use of Wellbutrin is provided 
in the WARNINGS and PRECAUTIONS sections. 


TREATMENT EMERGENT ADVERSE EXPERIENCE INCIDENCE IN PLACEBO-CONTROLLED CLINICAL TRIALS* 
(Percent of Patients Reporting) 





Wellbutrin Placebo Wellbutrin Placebo 


Patients Patients Patients Patients 
Adverse Experience (n = 323) (n= 185) Adverse Experience (n = 323) (n = 185) 
CARDIOVASCULAR Dry Mouth 27.6 18.4 
Cardiac Arrhythmias 5.3 4.3 Excessive Sweating 22.3 14.6 
Dizziness 223 16.2 Headache/Migrame 25.7 22.2 
Hypertension 43 1.6 Impaired Sleep Quality 4.0 1.6 
Hypotension 25 2.2 Increased Salivary Flow 3.4 3.8 
Palpitations 3.7 2.2 Insomnia 18.6 15.7 
Syncope 1.2 0.5 Muscle Spasms 1.9 3.2 
Tachycardia 10.8 8.6 tig lama k - ` ' ; i’ 
edation 
yes a Sensory Disturbance 4.0 3.2 
Pruritus 2.2 0.0 
Rash 8.0 65 Tremor 21.1 7.6 
GASTROINTESTINAL NEUROPSYCHIATRI= 
Anorexia 18.3 18.4 Agitation 31.9 22.2 
Appetite Increase 3.7 2.2 Anxiety 3.1 1.1 
Constipation 26.0 17.3 Confusion 8.4 49 
Diarrhea 6.8 8.6 Decreased Libide 3.1 1.6 
Dyspepsia 3.1 2.2 Delusions 1.2 1.1 
Nausea/ Vomiting 22.9 18.9 Distursed Concentration a4 3.8 
Weight Gain 13.6 22.7 Euphoria 1.2 0.5 
Weight Loss 23.2 23.2 Hostility 5.6 3.8 
Impotence 3.4 e M Fatigue 50 8.6 
Menstrual Complaints 4.7 14 Fever/Chills 12 05 
Urinary Frequency 2.5 2.2 
Urinary Retention 1.9 2.2 RESPIRATORY 
MUSCULOSKELETAL Upper Respiratory 
Arthritis 3.1 27 Complaints 5.0 11.4 
NEUROLOGICAL SPECIAL SENSES 
Akathisia 1.5 1.1 Auditory Disturbence 53 3.2 
Akinesia/Bradykinesia 8.0 8.6 Blurred Vision 14.6 10.3 
Cutaneous Tempera- Gustatory Disturtance 3.1 1.1 
ture Disturbance 1.9 1.6 


*Events reported by at least 1% of Wellbutrin patients are included. 


Other events observed during the development of Wellbutrin: The conditions end duration of exposure to Wellbutrin 
varied greatly and a substantial proportion of the experience was gained in open and uncontrolled clinical settings. 
During this experience, numerous adverse events were reported; however, without apprepriate controls, itis impossible 
to determine with certainty which events were or were notcaused by Wellbutrin. “he following enumeration is organized 
by organ system and describes events in terms of their relative frequancy of reperting in tne data base. Events of major 
clinical importance are also described in the WARNINGS and PRECAUTIONS sectiors of the labeling. 

The following definitions of frequency are used: Frequent adverseevents are definec as those occurring in at least 
1/100 patients. Infrequent adverse events are those occurring in 1/100 to 1/1080 patients, while rare events are those 
occurring in less than 1/1000 patients. 

Cardiovascular: Frequent was edema; infrequent were chest pain, EKG abnorma.ities (premature beats and nonspecific 
ST-T changes), and shortness of breath/dyspnea; rare were flushing, pallor, phlebitis and myocardial infarction. 
Dermatologic: Frequent were nonspecific rashes; infrequent were alopecia aad dry skin. rare were change in hair 
color, hirsutism and acne. 

Endocrine: Infrequent was gynecomastia; rare were glycosuria ard hormone level cnange. 

Gastrointestinal: Infrequent were dysphagia, thirst disturbance, and liver damage/jawndice; rare were rectal com- 
plaints, colitis, G.I. bleeding, intestinal perforation and stomach ulcer. 

Genitourinary: Frequent was nocturia; infrequent were vaginal irritation, testicular swelling, urinary tract infection, 
painful erection, and retarded ejaculation; rare were dysuria, enuresis, urinary incontinence, menopause, ovarian 
disorder, pelvic infection, cystitis, dyspareunia, and painful ejaculation. 

Hematologic/Oncologic: Rare were lymphadenopathy, anemia and pancytopenia. 

Musculoskeletal: Rare was musculoskeletal chest pain. 

Neurological: (see WARNINGS) Frequent were ataxia/incoordination, seizure, nyocloaus, dyskinesia, and dystonia; 
infrequent were mydriasis, vertigo, and dysarthria; rare were EEG abnormality, abnorma neurological exam, impaired 
attention, sciatica and aphasia. 

Neuropsychiatric: (see PRECAUTIONS) Frequent were mania/hypomania, incseased #bido, hallucinations, decrease 
in sexual function, and depression; infrequent were memory impairment, dep2rsonalization, psychosis, dysphoria, 
mood instability, paranoia, formal thought disorder, ard frigidity; rare was Suicidal deation. 

Oral Complaints: Frequent was stomatitis; infrequent were toothache, bruxism, gum irritation, and oral edema; rare 
was glossitis. 

Respiratory: infrequent were bronchitis and shortness of breath/dyspnea; rare were epistaxis, rate or rhythm disor- 
der, pneumonia and pulmonary embolism. 

Special Senses: Infrequent was visual disturbance, rare was diplopia. 

Nonspecific: Frequent were flu-like symptoms; infrequeat was nonspecific pain rare were body odor, surgically related 
pain, infection, medication reaction and overdose. 


DOSAGE AND ADMINISTRATION: General Dosing Considerations: | is particularly important to administer Wellbutrin 
in a manner most likely to minimize the risk of seizure (see WARNINGS). Incveases in dose should not exceed 100 
mg/day in a3 day period. Gradual escalation in dosage 's also important if agitation, metorrestlessness, and insom- 
nia, often seen during the initial days of treatment, are to be minimized. If necessary, these effects may be managed 
by temporary reduction of dose or the short-term administration of an intermediate to iang-acting sedative hypnotic. 
A sedative hypnotic usually is not required beyond the first week cf treatmen:. Insomnia may also be minimized by 
avoiding bedtime doses. If distressing, untoward effects supervene, dose escalatiowshould be stopped. 

No single dose of Wellbutrin should exceed 150 mg. Wellbutrin should be administered! .i.d., preferably with at least 
6 hours between successive doses. 

Usual Dosage for Adults: The usual adult dose is 300 mg/day, givea t.i.d. Dosing should begin at 200 mg/day, given 
as 100 mg b.i.d. Based on clinical response, this dose Nay be increased to 380 mg/day, given as 100 mg t.i.d., no 
sooner than 3 days after beginning therapy (see table below). 


Dosing Regimen 
Treatment Total Tablet Number of Tabiets 
Day Daily Dose Strength Morning Midday Evening 
1 200 mg 100 mg 1 C 1 
A 300 mg 100 mg 1 1 1 


Increasing the Dosage Above 300 mg/ Day: As with other antidepressants, the full antic2pressant effect of Wellbutrin 
may not be evident until 4 weeks of treatment or longer. An increasein dosage, 1p toa maximum of 450 mg/day, given 
in divided doses of not more than 150 mg each, may be considered for patients in whom no clinical improvement is 
noted after several weeks of treatment at 300 mg/day. Dosing above 300 mc /day may be accomplished using the 
7S or 100 mg tablets. The 100 mg tablet must be administered q.i.d. with at lezst 4 hours between successive doses, 
in order not to exceed the limit of 150 mg in a single dose. Wellbutrin should be discantinued in patients who do not 
demonstrate an adequate response after an appropriate period of treatment at 450 mg/day. 

Elderly Patients: In general, older patients are known to metabolize drugs more slowly and to be more sensitive to 
the anticholinergic, sedative, and cardiovascular side effects of antidepressant drugs. 


Burroughs Wellcome Co. 
Wellcome Research Triangle Park, NC 27709 
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number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


FEBRUARY 


February 1—2, conference, “‘Child/Adolescent/Adult Sui- 
cide,” Cambridge Hospital and Harvard Medical School, 
Boston. Contact: Judy Reiner Platt, Cambridge Hospital, 
1493 Cambridge Street, Cambridge, MA 02139; 617-864- 
6165. 


February 10—13, annual meeting, American Association of 
Psychiatric Services for Children, Miami Beach, Fla. Con- 
tact: Sydney Koret, Ph.D., 1200C Scottsville Road, Suite 
225, Rochester, NY 14624; 716-235-6910. 


February 14—19, annual meeting, American Association for 
the Advancement of Science, Washington, D.C. Contact: 
Meetings Office, 1333 H Street, N.W., Washington, DC 
20005; 202-326-6448. 


February 15—17, conference, “Practical Psychodynamic Psy- 
chiatry in the 1990s,” Continuing Medical Education, Inc., 
Orlando, Fla. Contact: Janell Parque, Program Director, 730 
El Camino Way, Tustin, CA 92680; 800-447-4474. 


February 16—18, annual meeting, American Association for 
Geriatric Psychiatry, Fort Lauderdale, Fla. Contact: George 
T. Grossberg, M.D., President, P.O. Box 376A, Greenbelt, 
MD 20768; 301-220-0952. 


February 18—23, annual meeting, American Group Psycho- 
therapy Association, Inc., San Antonio, Tex. Contact: Mar- 
sha S. Block, Chief Executive Officer, 25 East 21st Street, 6th 
Floor, New York, NY 10010; 212-477-2677. 


February 21—24, American Society on Addiction Medicines’ 
Fifth National Forum on AIDS and Chemical Dependency, 
San Francisco. Contact: Meeting and Travel Services, Inc. 
404-458-3382. 


February 22—23, 1st European Symposium on Drug Addic- 
tion and AIDS, Vienna. Contact Dr. Norbert Loimer, Waeh- 
ringer Guertel 18-20, A-1090 Vienna, Austria; 43-1- 
40400-35 75. 


February 26—March 1, annual meeting, Child Welfare 
League of America, Inc., Washington, D.C. Contact: David 
S. Liederman, Executive Director, 440 1st Street, N.W., Suite 
310, Washington, DC 20001; 202-638-2952. 


February 27—March 3, annual meeting, American Society for 
Psychosomatic Obstetrics and Gynecology, Houston, Tex. 
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Contact: Gail Robinson, M.D., Toronto General Hospital, 
200 Elizabeth Street, Toronto, Ontario, Canada MSG 2C4; 
416-340-4048. 


February 28—March 2, annual meeting, American College of 
Mental Health Administration, Napa, Calif. Contact: 
Lawrence A. Heller, M.D., 225 W. Swissvale Avenue, Pitts- 
burgh, PA 15218-1632; 412-244-0670. 


MARCH 


March 6-9, annual meeting, Association for Academic Psv- 
chiatry, Tampa, Fla. Contact Ms. O’Loughlin, Dept. of Psy- 
chiatry, Mount Auburn Hospital, Cambridge, MA 02238; 
617-499-5198. 


March 7-9, annual meeting, American Psychopathological 
Association, New York. Contact: Katherine A. Halmi, M.D., 
President, 21 Bloomingdale Road, White Plains, NY 10605; 
914-997-5875. 


March 7-9, conference, “Recent Advances in Geriatric Med- 
icine: New Treatment Options for Old Problems,” Univer- 
sity of California, San Diego, Department of Medicine. Con- 
tact: Cass Jones, Professional Conference Management, Inc., 
7916 Convoy Court, San Diego, CA 92111; 619-565-9921. 


March 8-9, conference, “Treating the Addictions,” Cam- 
bridge Hospital and Harvard Medical School, Boston. Con- 
tact: Judy Reiner Platt, Cambridge Hospital, 1493 Cam- 
bridge Street, Cambridge, MA 02139; 617-864-6165. 


March 14-16, annual meeting, American Psychosomatic So- 
ciety, Santa Fe, N.Mex. Contact: Carol Ann Kiner, Associate 
Director, American Psychosomatic Society, 6728 Old 
McLean Village Drive, McLean, VA 22101; 703-556-9222. 


March 15-17, conference, “Psychopharmacology for the 
Primary Care Physician,” University of California, San Di- 
ego, Department of Psychiatry. Contact: Cass Jones, Profes- 
sional Conference Management, Inc., 7916 Convoy Court, 
San Diego, CA 92111; 619-565-9921. 


March 20-23, annual meeting, Society of Behavioral Medi- 
cine, Washington, D.C. Contact Judith C. Woodward, Ex- 
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Books Received 





Postgraduate Psychiatry: Clinical and Scientific Foundations, edited 
by Louis Appleby, B.Sc.(Hons.), M.R.C.P., M.R.C.Psych., and 
David Michael Forshaw, M.R.C.Psych., D.H.M.S.A., D.P.M.S.A. 
Oxford, Heinemann Medical Books (Stoneham, Mass., Butter- 
worths, distributor), 1990, 505 pp., $65.00 (paper). 

The Feeling Good Handbook (1989), by David D. Burns, M.D. New 
York, Plume, 1990, 570 pp., $10.95 (paper). 

Anxiety and the Heart, edited by D.G. Byrne and Ray H. Rosenman. 
New York, Hemisphere Publishing Corp. (Taylor & Francis 
Group), 1990, 491 pp., no price listed. 

Co-Dependency: Issues in Treatment and Recovery: Alcoholism 
Treatment Quarterly, vol. 6, number 1, 1989, edited by Bruce 
Carruth and Warner Mendenhall. New York, Haworth Press, 
1989, 167 pp., $29.95; $17.95 (paper). 

The Sexually Unusual: Guide to Understanding and Helping: Jour- 
nal of Social Work and Human Sexuality, vol. 7, number 1, 1988, 
edited by Dennis M. Dailey. New York, Haworth Press, 1988, 
166 pp., $29.95. 

You'll See It When You Believe It: The Way to Your Personal Trans- 
formation (1989), by Dr. Wayne W. Dyer. New York, Avon 
Books, 1990, 262 pp., $4.95 (paper). 

Essential Papers on Transference, edited by Aaron H. Esman, M.D. New 
York, New York University Press, 1990, 528 pp., $25.00 (paper). 
The Neurotic Child and Adolescent, edited by M. Hossein Etezady, 
M.D. Northvale, N.J., Jason Aronson, 1990, 411 pp., $50.00. 
Adolescent Psychiatry: Developmental and Clinical Studies, vol. 17: 

Annals of the American Society for Adolescent Psychiatry, edited 
by Sherman C. Feinstein, Aaron H. Esman, John G. Looney, 
George H. Orvin, John L. Schimel, Allan Z. Schwartzberg, Arthur 
D. Sorosky, and Max Sugar. Chicago, University of Chicago 

Press, 1990, 544 pp., $40.00. 

The Story of Anna O. (1972), by Lucy Freeman. New York, Paragon 
House, 1990, 268 pp., $10.95 (paper). 

Control Your Dreams: How Lucid Dreaming Can Help You Un- 
cover Your Hidden Desires, Confront Your Hidden Fears, and 
Explore the Frontiers of Human Consciousness (1989), by Jayne 
Gackenbach and Jane Bosveld. New York, Harper Perennial 
(HarperCollins), 1990, 226 pp., $8.95 (paper). 

Milan Family Therapy: Variant and Invariant Methods, by Esther 
Gelcer, Ann McCabe, and Catherine Smith-Resnick. Northvale, 
N.J., Jason Aronson, 1990, 253 pp., no price listed. 

Research, Action, and the Community: Experiences in the Preven- 
tion of Alcohol and Other Drug Problems: OSAP Prevention 
Monograph 4, edited by Norman Giesbrecht, Peter Conley, Rob- 
ert W. Denniston, Louis Gliksman, Harold Holder, Ann Pederson, 
Robin Room, and Martin Shain. Rockville, Md., Office for Sub- 
stance Abuse Prevention, U.S. Department of Health and Human 
Services, 1990, 326 pp., no charge (paper). 

Breaking New Ground for Youth at Risk: Program Summaries: 
OSAP Technical Report 1, edited by Eric N. Goplerud, Ph.D. 
Rockville, Md., Office for Substance Abuse Prevention, U.S. De- 
partment of Health and Human Services, 1990, 137 pp., no 
charge (paper). 

Alcohol Research From Bench to Bedside: Advances in Alcohol and 
Substance Abuse, vol. 7, numbers 3/4, 1988, edited by Barry Stim- 
mel, M.D. New York, Haworth Press, 1989, 257 pp., $39.95. 

Being Homosexual: Gay Men and Their Development (1989), by 
Richard A. Isay, M.D. New York, Avon Books, 1990, 149 pp., 
$7.95 (paper). 

Madness in the Streets: How Psychiatry and the Law Abandoned the 
Mentally Ill, by Rael Jean Isaac and Virginia C. Armat. New York, 
Free Press (Macmillan), 1990, 414 pp., $24.95. 

Calling It a Day: Daily Meditations for Workaholics, by Robert 
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Larrañaga. San Francisco, Harper & Row, 1990, 370 pp., $8.95 
(paper). 

Psychotic Anxieties and Containment: A Personal Record of an 
Analysis With Winnicott, by Margaret I. Little, M.R.C.Psych. 
Northvale, N.J., Jason Aronson, 1990, 129 pp., $20.00. 

Affective and Schizoaffective Disorders: Similarities and Differences, 
edited by A. Marneros and M.T. Tsuang. New York, Springer- 
Verlag, 1990, 285 pp., $89.70. 

The Trauma of Moving: Psychological Issues for Women: Sage Li- 
brary of Social Research 182, by Audrey T. McCollum. Newbury 
Park, Calif., Sage Publications, 1990, 298 pp., $36.00; $17.95 
(paper). 

The Power of Optimism, by Alan Loy McGinnis. San Francisco, 
Harper & Row, 1990, 163 pp., $16.95. 

The Fragile Alliance: An Orientation to the Psychiatric Treatment of 
the Adolescent, 4th ed., by John E. Meeks, M.D., and William 
Bernet, M.D. Malabar, Fla., Robert E. Krieger, 1990, 595 pp., 
$48.50. 

The Manifest Dream and Its Use in Therapy, by Roy M. Mendelsohn, 
M.D. Northvale, N.J., Jason Aronson, 1990, 256 pp., $35.00. 

Citizen’s Alcohol and Other Drug Prevention Directory: Resources 
for Getting Involved, by the Office for Substance Abuse Preven- 
tion. Rockville, Md., OSAP, U.S. Department of Health and Hu- 
man Services, 1990, 261 pp., no charge (paper). 

Legal Issues for Alcohol and Other Drug Use Prevention and Treat- 
ment Programs Serving High-Risk Youth: OSAP Technical Re- 
port 2, by the Office for Substance Abuse Prevention. Rockville, 
Md., OSAP, U.S. Department of Health and Human Services, 
1990, 31 pp., no charge (paper). 

Coping With Crises, by Glenys Parry. London, British Psychological 
Society and Routledge (New York, Routledge, Chapman & Hall, 
distributor), 1990, 116 pp., $32.50; $14.95 (paper). 

The Seduction of Madness: Revolutionary Insights Into the World of 
Psychosis and a Compassionate Approach to Recovery at Home, 
by Edward M. Podvoll, M.D. New York, HarperCollins, 1990, 
331 pre $22.95. 

Shame, Guilt and Alcoholism: Treatment Issues in Clinical Practice, 
by Ronald T. Potter-Efron, M.S.W., Ph.D. New York, Haworth 
Press, 1989, 281 pp., $39.95; $19.95 (paper). 

The Treatment of Shame and Guilt in Alcoholism Counseling: Al- 
coholism Treatment Quarterly, vol. 4, number 2, summer 1987, 
edited by Ronald T. Potter-Efron and Patricia S. Potter-Efron. 
New York, Haworth Press, 1988, 215 pp., $29.95; $14.95 (paper). 

Drug-Taking Behavior Among School-Aged Youth: The Alaska 
Experience and Comparison With Lower-48 States: Drugs and 
Society, vol. 4, numbers 1/2, 1989, by Bernard Segal, Ph.D. New 
York, Haworth Press, 1990, 174 pp., $24.95. 

Perspectives on Adolescent Drug Use: Drugs and Society, vol. 3, 
numbers 1/2, 1989, edited by Bernard Segal, Ph.D. New York, 
Haworth Press, 1989, 170 pp., $29.95. 

Multi-Systemic Structural-Strategic Interventions for Child and Ad- 
olescent Behavior Problems: Journal of Psychotherapy and the 
Family, vol. 6, numbers 3/4, 1989, edited by Patrick H. Tolan. 
New York, Haworth Press, 1990, 156 pp., $24.95. 

Psychotherapy and the Remote Patient: The Psychotherapy Patient, 
vol. 6, numbers 1/2, 1989, edited by Jerome A. Travers. New 
York, Haworth Press, 1990, 261 pp., $29.95. 

International Perspectives in Schizophrenia: Biological, Social and 
Epidemiological Findings, edited by Malcolm Weller. London, 
John Libbey, 1990, 321 pp., $78.00. 

Creative Medical Teaching, by Neal Whitman, M.P.A., Ed.D. Salt 
Lake City, Department of Family and Preventive Medicine, Uni- 
versity of Utah, 1990, 228 pp., $24.00. 


The Nineteenth Annual 


CLINICAL NEUROLOGY 
FOR PSYCHIATRISTS 


Directed by 
David M z Kaufman 5 M a D. For more information, call (212) 920-6674; or mai! coupon with 


check made payable to Continuing Medica’ Education for $445 

fe oo A soe Mar Resort ) tuition, $365 for Residents and Fellows with letter from Chief of 

prep oulevard, Fort Lauderdale, Florida 33316 Service, to: Office of Continuing Medical Education, Montefiore 
-800-327-8154 Medical Center, 3301 Bainbridge Avenue, Bronx, NY 10467. 


February 8-10, 1991 Tuition covers all materials and textbook. 
To order textbook only, enclose $68.00 with coupon. 


San Francisco, Fisherman’s Wharf Holiday Inn 
1300 Columbus Avenue 
San Francisco, California 94133 


415-771-9000 Please register me for the nineteenth annual course Clinical 

February 22-24, 1991 Neurology for Psychiatrists (enclose tuition, $445; $365 for 
Residents and Fellows with letter from Chief of Service, make 

New York, Equitable Tower Auditorium checks payable to Continuing Medical Education). 

787 Seventh Avenue (between 51st & 52nd Streets) 

New York, New York 10014 Fort Lauderdale:[) § San Francisco: C] New York: O 

March 22-24, 1991 February 8-10, 1991 February 22-24, 1991 March 22-24, 1991 


C] Please send me the new textbook Clinica’ Neurology for 
THE EXPLICIT, CLEAR, & CONCISE WEEKEND PROGRAM Psychiatrists, (3rd edition), (enclose checx, $68 (09 payable 
This intensive three-day program, 8:30 am to 5 pm daily, prepares to Continuing Medical Education). 
psychiatrists for the American Board of Psychiatry and Neurology. 
Through extensive use of review sessions, videotape, slides, prac- 
tice questions and the new Clinical Neurology for Psychiatrists, Name 
(3rd edition), Kaufman (W. B. Saunders), participants cover: 
dementia, memory disorders, aphasia, anosognosia, and other Street 
perceptual disorders; partial complex and other seizures; 
neurotransmitter basis of pain; mental as well as physical effects 
of dominant and non-dominant hemisphere injuries, spinal cord 
lesions, and peripheral nervous system diseases; dementia and 
other neurologic manifestations of AIDS; and CT, MRI, EEG, and 
CSF analysis. 30 Category | CME Credits. 
Sponsored By Montefiore Medical Center 
Accredited By Albert Einstein College of Medicine 


City 


Telephone Bah a a Speer aia 
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Powerful medicine 
to stop intrusive thoughts and acts 


STOP, AM | LOSING MY MRE MIND? IT'S SO HARD TG HIDE IT. | JUST 
AN’T ANYMORE. | CANS SEE JOP. AM | LOSING MY MIND? IT'S SO HA 
| LOSING MY MNPM  ” A. (he \YE\ JUST CAN'T ANYMORE. | CAN'T STOP. 











Anafranil 


Clomioramine HCI 


Powerful tricyclic therapy for 
obsessive-compulsive disorder 


A Relieves obsessions and compulsions in OCD 
patients with or without concomitant depression 


Reduces anxiety-producing intrusive thoughts’ 


Reduces ritualized behavior’ 


A Dual mode of action creates a unique treatment role 
Anafranil is believed to block the reuptake of serotonin and norepinephrine. “> 


A Safety and tolerability demonstrated in over 
20 years of worldwide use 


Symptoms are substantially reduced in 58% of patients.* 


The most common adverse events are ary mouth, somnolence, tremor, dizziness, 
constipation, and ejaculatory failure. Anafranil may lower the seizure threshold. See 
Warnings and full Prescribing Information on page 4. 
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References: 1. DeVeaugh-Geiss J, Landau P Katz R. Treatment of obsessive-compulsive disorder with clomipramine. >sychiatr 


Ann. 1989; 19:97-101. 2. Insel TR, Murphy DL, Cohen RM et al. ikes /e-compulsive disorder: A doub'e-blind trial of c clomiprami ine 
and clorgyline. Arch Gen Psychiatry. 1983;40:605-611. 3. Zohar J, Insel TR, Zohar-Kadouch RC et al. Serotonergic responsivity in 
obsessive-compulsive disorder Arch Gen Psychiatry. 1988;45: 167-171. 4. Data on file, CIBA-GEIGY Corporation 


H G 
Anafranil“ 
clomipramine hydrochloride 
Capsules 
Prescribing Information 
DESCRIPTION 
Anafranil, clomipramine hydrochlorice, is an anti-obsessional drug that belongs 
to the class (dibenzazepine) of pharmacologic agents known as tricyclic 
antidepressants. Anafranil is available as capsules of 25, 50, and 75 mg for oral 
administration. 


Clomipramine hydrochloride is 3-chloro-5-(3{dimethylamino)propyl]-10,11-dihy 
dro-5H-dibenz|b,flazepine monohydrochloride, and its structural formula is: 


Wt 


CH.CH.CH.—NO 7" *HCI 
CH, 


Clomipramine hydrochioride ıs a white to off-white crystalline powder. It is 
freely soluble in water, in methano:, and in methylene chloride, and insoluble in 
ethyl ether and in hexane. Its molecular weight is 351 3. 

Inactive ingredients. D&C Red No. 33 (25-mg capsules only), D&C Yellow No. 
10, FD&C Blue No. 1 (50-mg capsules only), FD&C Yellow No. 6, gelatin, 
magnesium stearate, methylparaben, propylparaben. silicon dioxide, sodium 
lauryl sulfate, starch, and titanium dioxide. 

CLINICAL PHARMACOLOGY 


Clomipramine (CMI) is presumed to influence obsessive and compulsive 
behaviors through its effects on serotonergic neuronal transmission. The actual 
neurochemical mechanism is unknown, but CMI's relatively selective capacity to 
inhibit the reuptake of serotonin (5-HT) as compared to norepinephrine (NE) may 
be important. 

Pharmacokinetics 

Absorption/ Bioavailability: CMI from Anafranil capsules is as bioavailable as 
CMI from a solution. The bioavailability of CMI from capsules is not significantly 
affected by food. 

In a dose proportionality study invotving multiple CMI doses, steady-state 
plasma concentrations (C,,) and erea-under-plasma-concentration-time Curves 
(AUC) of CMI and CMI's major actve metabolite, desmethyiciomipramine (DMI), 
were not proportional to dose over the ranges evaluated, 1.e., between 
25-100 mg/day and between 25-150 mg/day, although Css and AUC are 
approximately linearly related to dose between 100-150 mg/day. The relationship 
between dose and CMI/DMI concentrations at higher daily doses has not been 
systematically assessed, but if there is significant dose dependency at doses 
above 150 mg/day, there is the potential for dramatically higher C,, and AUC 
even for patients dosed within the recommended range. This may pose a 
potential risk to some patients (see WARNINGS and PRECAUTIONS, Drug 
Interactions). 

After a single 50-mg ora! dose, maximum plasma concentrations of CMI occur 
within 2-6 hours (mean, 4.7 hr) and range from 56 ng/ml to 154 ng/ml (mean, 

92 ng/ml). After multiple daily doses af 150 mg of Anafranil, steady-state 
maximum plasma concentrations range from 94 ng/ml to 339 ng/ml (mean, 

218 ng/ml) for CMI and from 134 ng/ml to 532 ng/ml (mean, 274 ng/ml) for DMI. 
No pharmacokinetic information is available for doses ranging from 150 mg/day 
to 250 mg/day, the maximum recommended daily dose 

Distribution: CMI distributes into cerebrospinal fluid (CSF) and brain and into 
breast milk. DMI also distributes into CSF, with a mean CSF/plasma ratio of 2.6. 
The protein binding of CMI is apprommately 97%, principally to albumin, and is 
independent of CMI concentration The interaction between CMI and other highly 
protein-bound drugs has not been fully evaluated, but may be important (see 
PRECAUTIONS, Drug Interactions). 

Metabolism: CMI is extensively biotransformed to DMI and other metabolites 
and their glucuronide conjugates. DMI is pharmacologically active, but its effects 
on OCD behaviors are unknown. These metabolites are excreted in urine and 
feces, following biliary elimination. After a 25-mg radiolabeled dose of CMI in two 
subjects, 60% and 51%, respectively, of the dose were recovered in the urine and 
32% and 24%, respectively, in feces. In the same study, the combined urinary 
recoveries of CMI and DMI were only about 0.8-1.3% of the dose administered. 
CMI does not induce drug-metabolizing enzymes, as measured by antipyrine 
half-life. 

Elimination: Evidence that the C,, and AUC for CMI and DMI may increase 
disproportionately with increasing oral doses suggests that the metabolism of 
CMI and DMI may be capacity limited This fact must be considered in assessing 
the estimates of the pharmacokinetic parameters presented below, as these were 
obtained in individuals exposed to doses of 150 mg. If the pharmacokinetics of 
CMI and DMI are nonlinear at doses above 150 mg, their elimination half-lives 
may be considerably lengthened at doses near the upper end of the recom- 
mended dosing range (i.e., 200 mg/day to 250 mg/day). Consequently, CMI and 
DMI may accumulate, and this accumulation may increase the incidence of any 
dose- or plasma-concentration-dependent adverse reactions, in particular 
seizures (see WARNINGS). 

After a 150-mg dose, the half-life of CMI ranges from 19 hours to 37 hours 
(mean, 32 hr) and that of DMI ranges from 54 hours to 77 hours (mean, 69 hr). 
Steady-state levels after multiple dosing are typically reached within 7-14 days for 
CMI. Plasma concentrations of the metabolite exceed the parent drug on multiple 
dosing. After multiple dosing with 150 mg/day, the accumulation factor for CMI is 
approximately 2.5 and for DMI is 4.5. Importantly, it may take two weeks or longer 
to achieve this extent of accumulation at constant dosing beceuse of the relatively 
long elimination half-lives of CMI and DMI (see DOSAGE AND ADMINISTRA- 
TION). The effects of hepatic and rena! impairment on the disposition of Anafranil 
have not been determined. 

Pharmacokinetic Interactions: Coadministration of halopendo!l with CMI 
increases plasma concentrations of CMI. Coadministration of CMI with 
phenobarbital increases plasma concentrations of phenobarbital (see 
PRECAUTIONS, Drug Interactions) Younger subjects (18-40 years of age) 
tolerated CMI better and had significantly lower steady-state plasma concentra- 
tions, compared with subjects over 65 years of age. Children under 15 years of 
age had significantly lower plasma concentration/dose ratios, compared with 
adults. Plasma concentrations of CMI were significantly lower in smokers than in 
nonsmokers. 

INDICATIONS AND USAGE 

Anafranil is indicated for the treatment of obsessions and compulsions in patients 
with Obsessive-Compulsive Disorder (OCD). The obsessions or compulsions 
must cause marked distress, be time-consuming, or significantly interfere with 
social or occupational functioning, in order to meet the DSM-III-R (circa 1989) 
diagnosis of OCD. 

Obsessions are recurrent, persistent ideas, thoughts, images, or impulses that 
are ego-dystonic. Compulsvons are repetitive, purposeful, and intentional 
behaviors performed in response to an obsession or in a stereotyped fashion, 
and are recognized by the person as excessive or unreasonable. 

The effectveness of Anatranil for the treatment of OCD was demonstrated in 
multicenter, placebo-controlled, parallel-group studies, including two 10-week 
Studies in adults and one 8-week study in children and adolescents 10-17 years of 
age. Patients in all studies had moderate-to-severe OCD (DSM-III), with mean 
baseline ratings on the Yale Brown Obsessive Compulsive Scale (YBOCS) ranging 
from 26 to 28 and a mean baseline rating of 10 on the NIMH Clinical Global 
Obsessive Compulsive Scale (NIMH-OC). Patients taking CMI experienced a 
mean reduction of approximately 10 on the YBOCS, representing an average 
improvement on this scale of 35% to 42% among adults and 37% among 
children and adolescents. CMI treated patients experienced a 3.5 unit decrement 
on the NIMH-OC. Patients on placebo showed no important clinical response on 
either scale. The maximum dose was 250 mg/day for most adults and 3 mg/kg/ 
day (up to 200 mg) for all children and adolescents. 

The effectiveness of Anafranil for long-term use (i.e., for more than 10 weeks) 
has not been systematically evaluated in placebo-controlled tnals. The physician 
who elects to use Anafranil for extended periods should penodically reevaluate 
the long-term usefulness of the drug for the individual patient (see DOSAGE AND 
ADMINISTRATION). 


CONTRAINDICATIONS 
Anafranil is contraindicated in patients with a history of hypersensitivity to 
Anafranil or other tricyclic antidepressants. 

Anafranil should not be given in combination, or within 14 days before or after 
treatment, with a monoamine oxidase (MAO) inhibitor. Hyperpyretic crisis, 
seizures, coma, and death have been reported in patients recerving such 
combinations. 

Anafranil is contraindicated during the acute recovery period after a myocardial 
infarction. 


WARNINGS 

Seizures 

During premarket evaluation, seizure was identified as the most significant risk of 
Anafranil use. 

The observed cumulative incidence of seizures among patients exposed to 
Anafranil at doses up to 300 mg/day was 0.64% at 90 days, 1.12% at 180 days, 
and 1.45% at 365 days. The cumulative rates cited correct the crude rate (i.e., 
0.7%, 25/3519) for the variable duration of exposure times among the patients 
who participated in the development program. 

Although dose appears to be a predictor of seizure, there is a confounding of 
dose and duration of exposure, making it difficult to assess independently the 
effect of either factor alone. The ability to predict the occurrence of seizures in 
subjects exposed to doses of CMI greater than 250 mg ıs limited, given that the 
plasma concentration of CMI may be dose-dependent and may vary among 
subjects given the same dose. Nevertheless, prescribers are advised to limit the 
daily dose to a maximum of 250 mg in adults and 3 mg/kg (or 200 mq) in children 
and adolescents (see DOSAGE AND ADMINISTRATION). 

Rare reports of fatalities in association with seizures have been recorded by 
foreign post-marketing surveillance systems over the 20 years of Anafranil's 
nondomestic marketing. In some of these cases, Anafranil had been administered 
with other epileptogenic agents; in others, the patients involved had possibly 
predisposing medical conditions 

Caution should be used in administering Anafranil to patients with a history of 
seizures or other predisposing factors, e.g., brain damage of varying etiology, 
alcoholism, and concomitant use with other drugs that lower the seizure threshold. 

Physicians should discuss with patients the nisk of taking Anafranil while 
engaging in activities in which sudden loss of consciousness could result in 
senous injury to the patient or others, e.g., the operation of complex machinery, 
driving, swimming, climbing. 


PRECAUTIONS 
General 


Suicide: Since depression is a commonly associated feature of OCD, the nsk of 
suicide must be considered. Prescriptions for Anafranil should be written for the 
smallest quantity of capsules consistent with good patient management, in order 
to reduce the risk of overdose 

Cardiovascular Effects: Modest orthostatic decreases in blood pressure and 
modest tachycardia were each seen in approximately 20% of patients taking 
Anafranil in clinical trials; but patients were frequently asymptomatic. Among 
approximately 1400 patients treated with CMI in the premarketing experience 
who had ECGs, 1.5% developed abnormalities during treatment, compared with 
3.1% of patients receiving active control drugs and 0.7% of patients receiving 
placebo. The most common ECG changes were PVCs, ST-T wave changes, and 
intraventricular conduction abnormalities. These changes were rarely associated 
with significant clinical symptoms. Nevertheless, caution is necessary in treating 
patients with known cardiovascular disease, and gradual dose titration is 
recommended. 

Psychosis, Confusion, And Other Neuropsychiatric Phenomena: Patients 
treated with Anafranil have been reported to show a variety of neuropsychiatric 
signs and symptoms including delusions, hallucinations, psychotic episodes, 
confusion, and paranoia. Because of the uncontrolled nature of many of the 
studies, it is impossible to provide a precise estimate of the extent of nsk imposed 
by treatment with Anafranil. As with tricyclic antidepressants to which itis closely 
related, Anafranil may precipitate an acute psychotic episode in patients with 
unrecognized schizophrenia. 

Mania/Hypomania: During premarketing testing of Anafranil in patients with 
affective disorder, hypomania or mania was precipitated in several patients. 
Activation of mania or hypomania has also been reported in a small proportion of 
patients with affective disorder treated with marketed tncyclic antidepressants, 
which are closely related to Anafranil 

Hepatic Changes: During premarketing testing, Anafranil was occasionally 
associated with elevations in SGOT and SGPT (pooled incidence of approximately 
1% and 3%, respectively) of potential clinical importance (..e., values greater than 
3 times the upper limit of normal). In the vast majority of instances these enzyme 
increases were not associated with other clinical findings suggestive of hepatic 
injury; Moreover, none were jaundiced. Rare reports of more severe liver injury, 
some fatal, have been recorded in foreign post-marketing experience. Caution is 
indicated in treating patients with known liver disease, and periodic monitoring of 
hepatic enzyme levels is recommended in suct patients. 

Hematologic Changes: Although no instances of severe hematologic toxicity 
were seen in the premarketing experience with Anafranil, there have been 
post-marketing reports of leukopenia, agranulocytosis, thrombocytopenia, 
anemia, and pancytopenia in association with Anafranil use. As is the case with 
tricyclic antidepressants to which Anafranil is closely related, leukocyte and 
differential blood counts should be obtained in patients who develop fever and 
sore throat during treatment with Anafranil. 

Central Nervous System: More than 30 cases of hyperthermia have been 
recorded by nondomestic post-marketing surveillance systems. Most cases 
occurred when Anafranil was used in combination with other drugs when 
Anafranil and a neuroleptic were used concomitantly, the cases were Sometimes 
considered to be examples of a neuroleptic malignant syncrome. 

Sexual Dysfunction: The rate of sexual dysfunction in male patients with OCD 
who were treated with Anafranil in the premarketing expenence was markedly 
increased compared with placebo controls (i.2., 42% experienced ejaculatory 
failure and 20% experienced impotence, compared with 2.0% and 2.6%, 
respectively, in the placebo group). Approximately 85% ot males with sexual 
dysfunction chose to continue treatment. 

Weight Changes: In controlled studies of OCD, weight gain was reported in 
18% of patients receiving Anafranil, compared with 1% of patients receiving 
placebo. In these studies, 28% of patients receiving Anafranil had a weight gain 
of at least 7% of their initial body weight, compared with 4% of patients receiving 
placebo. Several patients had weight gains in excess of 25% of their initial body 
weight. Conversely, 5% of patients receiving Anafranil and 1% receiving placebo 
had weight losses of at least 7% of their initial body weight. 

Electroconvulsive Therapy: As with closely related tricyclic antidepressants, 
concurrent administration of Anafranil with electroconvulsie therapy may 
increase the risks; such treatment should be limited to those patients for whom it 
is essential, since there is limited clinical experience. 

Surgery: Prior to elective surgery with general anesthetics, therapy with 
Anafranil should be discontinued for as long as is clinically feasible, and the 
anesthetist should be advised 

Use in Concomitant Iliness: As with closely related tricyclic antidepressants, 
Anafranil should be used with caution in the following: 

1. Hyperthyroid patients or patients receiving thyroid medication, because of the 
possibility of cardiac toxicity. 

2. Patients with increased intraocular pressure, a history of narrow-angle glau- 
coma, or urinary retention, because of the anticholinergic properties of the drug. 
3. Patients with tumors of the adrenal medulla te.g., pheochromocytoma, 
neuroblastoma) in whom the drug may provoke hypertensive crises. 

4. Patients with significantly impaired renal function. 

Withdrawal Symptoms: A variety of withdrawal symptoms have been reported 
in association with abrupt discontinuation of Anafranil, including dizziness, 
nausea, vomiting, headache, malaise, sleep disturbance, hyperthermia, and 
irntability. In addition, such patients may experience a worsening of psychiatric 
status. While the withdrawal effects of Anafranil have not been systematically 
evaluated in controlled trials, they are well known with closely related tricyclic 
antidepressants, and it is recommended that the dosage de tapered gradually 
and the patient monitored carefully during discontinuation (see DRUG ABUSE 
AND DEPENDENCE) 


Information for Patients 
Physicians are advised to discuss the following ssues with patients for whom 
they prescribe Anafranil: 


1. The nsk of seizure (see WARNINGS). 

2. The relatively high incidence of sexual dysfunction among males (see 
PRECAUTIONS, Sexual Dysfunction). 

3. Since Anafranil may impair the mental and/or physical abilities required for th 
performance of complex tasks, and since Anafranil is associated with a risk of 
seizures, patients should be cautioned about the performance of complex ar. 
hazardous tasks (see WARNINGS). 

4. Patients should be cautioned about using alcohol, barbiturates, or other CNS 
depressants concurrently, since Anafranil may exaggerate their response to 
these drugs. 

5. Patients should notify their physician if they become pregnant or intend to 
become pregnant during therapy. 

6. Patients should notify their physician if they are breast-feeding. 

Drug Interactions 

The risks of using Anafranil in combination with other drugs have not been 
systematically evaluated. Given the primary CNS effects of Anafranil, caution is 
advised in using it concomitantly with other CNS-active drugs (see PRECAU- 
TIONS, Information for Patients). Anafranil should not be used with MAO 
inhibitors (see CONTRAINDICATIONS). 

Close supervision and careful adjustment of dosage are required when 
Anafranil is administered with anticholinergic or sympathomimetic drugs. 

Several tricyclic antidepressants have been reported to block the pharmaco- 
logic effects of guanethidine, clonidine, or similar agents, and such an effect ma 
be anticipated with CMI because of its structural similarity to other tncyclic 
antidepressants. 

The plasma concentration of CMI has been reported to be increased by the 
concomitant administration of haloperidol; plasma levels of several closely 
related tricyclic antidepressants have been reported to be increased by the 
concomitant administration of either methylphenidate, cimetidine, or fluoxetine 
and such an effect may be anticipated with CMI as well. Administration of CN 
has been reported to increase the plasma levels of phenobarbital, if given 
concomitantly (see CLINICAL PHARMACOLOGY, Pharmacokinetic Interactions 

Because Anafranil is highly bound to serum protem, the administration of 
Anafranil to patients taking other drugs that are highly bound to protein (e.g., 
wartarin, digoxin) may cause an increase in plasma concentrations of these 
drugs, potentially resulting in adverse effects. Conversely, adverse effects may 
result from displacement of protein-bound Anafranil by other highly bound drug 
(see CLINICAL PHARMACOLOGY, Distribution). 

Carcinogenesis, Mutagenesis, Impairment of Fertility 

In a 2-year bioassay, no clear evidence of carcinogenicity was found in rats gives 
doses 20 times the maximum daily human dose. Three out of 235 treated rats h 
a rare tumor (hemangioendothelioma); it is unknown if these neoplasms are 
compound related. 

In reproduction studies, no effects on fertility were found in rats given doses 
approximately 5 times the maximum daily human dose. 


C 
No teratogenic effects were observed in studies performed in rats and mice at 
doses up to 20 times the maximum daily human dose. Slight nonspecific fetoto» 
effects were seen in the offspring of pregnant mice given doses 10 times the 
maximum daily human dose. Slight nonspecific embryotoxicity was observed ins 
rats given doses 5-10 times the maximum daily human dose. 

There are no adequate or well-controlled studies in pregnant women. 
Withdrawal symptoms, including jitteriness, tremor, and seizures, have been 
reported in neonates whose mothers had taken Anafranil until delivery. Anafran 
should be used during pregnancy only if the potential benefit justifies the potent 
risk to the fetus. 


Nursing Mothers 

Anafranil has been found in human milk. Because of the potential for adverse 
reactions, a decision should be made whether to discontinue nursing or to 
discontinue the drug, taking into account the importance of the drug to the moth 
Pediatric Use 

In a controlled clinical trial in children and adolescents (10-17 years of age), 46 
outpatients received Anafranil for up to 8 weeks. In addition, 150 adolescent 
patients have received Anafranil in open-label protocols for periods of several 
months to several years. Of the 196 adolescents studied, 50 were 13 years of ag 
or less and 146 were 14-17 years of age. While the adverse reaction profile in thi 
age group (see ADVERSE REACTIONS) is similar to that in adults, it is unknown 
what, if any, effects long-term treatment with Anafranil may have on the grow 
and development of children. 

The safety and effectiveness in children below the age of 10 have not been 
established. Therefore, specific recommendations cannot be made for the use i 
Anafranil in children under the age of 10. 

Use in 

Anafranil has not been systematically studied in older patients; but 152 patients 
least 60 years of age participating in U.S. clinical trials received Anafranil for 
periods of several months to several years. No unusual age-related adverse 
events have been identified in this elderly population, but these data are 
insufficient to rule out possible age-related differences, particularly in elderly 
patients who have concomitant systemic illnesses or who are receiving othe! 
drugs concomitantly. 


ADVERSE REACTIONS 

Observed 
The most commonly observed adverse events associated with the use of 
Anafranil and not seen at an equivalent incidence among placebo-treated 
patients were gastrointestinal complaints, including dry mouth, constipation, 
nausea, dyspepsia, and anorexia; nervous system complaints, including 
somnolence, tremor, dizziness, nervousness, and myoclonus; genitourinary 
complaints, including changed libido, ejaculatory failure, impotence, and 
micturition disorder; and other miscellaneous complaints, including fatigue. 
sweating, increased appetite, weight gain, and visual changes. 
Leading to Discontinuation of Treatment 
Approximately 20% of 3616 patients who received Anafranil in U.S. premarketin: 
clinical trials discontinued treatment because of an adverse event. Approximate 
one-half of the patients who discontinued (9% of the total) had multiple com- 
plaints, none of which could be classified as primary. Where a primary reason fo 
discontinuation could be identified, most patients discontinued because of 
nervous system complaints (5.4%), primarily somnolence. The second- 
most-frequent reason for discontinuation was digestive system complaints 
(1.3%), primarily vomiting and nausea. 


Incidence in Controlled Clinical Trials 

The following table enumerates adverse events that occurred at an incidence of 
1% or greater among patients with OCD who received Anafranil in adult or 
pediatric placebo-controlled clinical tnals. The frequencies were obtained from 
pooled data of clinical trials involving either adults receiving Anafranil (N = 322) « 
placebo (N = 319) or children treated with Anafranil (N = 46) or placebo (N = 44). 
The prescriber should be aware that these figures cannot be used to predict the 
incidence of side effects in the course of usual medical practice, in which patien 
charactenstics and other factors differ from those which prevailed in the clinical 
trials. Similarly, the cited frequencies cannot be compared with figures obtained 
from other clinical investigations involving different treatments, uses, and 
investigators, The cited figures, however, provide the physician with a basis for 
estimating the relative contribution of drug and nondrug factors to the incidence 
of side effects in the populations studied. 


Incidence of Treatment-Emergent Adverse 
in Placebo-Controlied Clinical Trials 
(Percentage of Patients Reporting) 
Children and 

Adults Adolescents 
Body System/ Anafranil Placebo Anafranil Placel 
Adverse Event" (N=322) (N=319) (N=46) (N=4 
Nervous System 
Somnolence 54 16 46 11 
Tremor 54 2 3 2 
Dizziness 54 14 41 14 
Headache 52 41 28 4 
Insomnia 25 15 11 7 


Anafranil” clomipramine hydrochloride 


Body System/ es 
Adverse Event 
Libido change 
Nervousness 
Myoclonus 
Increased appetite 
Paresthesia 
Memory impairment 
Anxiety 

Twitching 

Impaired concentration 
Depression 


Tooth disorder 
Gastrointestinal disorder 
Dysphagia 

Esophagitis 

Eructation 

Ulcerative stomatitis 
Body as a Whole 


Adults 


Anatranil 
(N=322) 
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RBS 


Urogenital System 
Male and Female Patients Combined 


Micturition disorder 
Urinary tract infection 
Micturition frequency 
Urinary retention 


Lactation (nonpuerpera!) 
Menstrual disorder 
Vaginitis 

Leukorrhea 

Breast enlargement 
Breast pain 

Amenorrhea 


Male Patients Only 
Ejaculation failure 
Impotence 


ospasm 
Ocular allergy 
Vestibular disorder 
Musculoskeletal 
Myalgia 
Back pain 
Arthralgia 
Muscle weakness 
Hemic and Lymphatic 
Purpura 
Anemia 
Metabolic and Nutritional 
Thirst 
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Other Events Observed During the Premarketing Evaluation of Anafranil 
During clinical testing in the U.S., multiple doses of Anafranil were administered 
to approximately 3600 subjects. Untoward events associated with this exposure 
were recorded by clinical investigators using terminology of their own choosing, 
Consequently, it is not possible to provide a meaningful estimate ofthe 
proportion of individuals experiencing adverse events without first grouping 
similar types of untoward events into a smaller number of standardized event 
categories. 

In the tabulations that follow, a modified World Health Organization dictionary 
of terminology has been used to classify reported adverse events. The 
frequencies presented, therefore, represent the proportion of the 3525 
individuals exposed to Anafranil who experienced an event of the type cited on at 
least one occasion while receiving Anafranil. All events are included except those 
already listed in the previous table, those reported in terms so general as to be 
uninformative, and those in which an association with the drug was remote. It is 
important to emphasize that although the events reported occurred during 
treatment with Anafranil, they were not necessarily caused by it. 

Events are further categorized by body system and listed in order of decreasing 
frequency according to the following definitions: frequent adverse events are 
those occurring on one or more occasions in at least 1/100 patients; infrequent 
adverse events are those occurring in 1/100 to 1/1000 patients; rare events are 
those occurring in less than 1/1000 patients. 

Body as a Whole: infrequent — general edema, increased susceptibility to 
infection, malaise. Rare — dependent edema, withdrawal syndrome. 

Cardiovascular System: Infrequent — abnormal ECG, arrhythmia, bradycardia, 
cardiac arrest, extrasystoles, pallor. Rare — aneurysm, atrial flutter, bundie 
branch block, cardiac failure, cerebral hemorrhage, heart block, myocardial 
infarction, myocardial ischemia, peripheral ischemia, thrombophlebitis, 
vasospasm, ventricular tachycardia. 

Digestive System: Infrequent — abnormal hepatic function, blood in stool, 
colitis, duodenitis, gastric ulcer, gastritis, gastroesophageal reflux, gingivitis, 
glossitis, hemorrhoids, hepatitis, increased saliva, irritable bowel syndrome, 
peptic ulcer, rectal hemorrhage, tongue ulceration, tooth caries. Rare — cheilitis, 
chronic enteritis, discolored feces, gastric dilatation, gingival bleeding, hiccup, 
intestinal obstruction, oral/pharyngeal edema, paralytic ileus, salivary gland 
enlargement. 

Endocrine System: Infrequent — hypothyroidism. Rare — goiter, gynecomas- 
tia, hyperthyroidism. 

Hemic and Lymphatic System: Infrequent — lymphadenopathy. Rare — 
leukemoid reaction, lymphoma-like disorder, marrow depression. 

Metabolic and Nutritional Disorder: Infrequent — dehydration, diabetes 
mellitus, gout, hypercholesterolemia, hyperglycemia, hyperuricemia, hypokale- 
mia. Rare — fat intolerance, glycosuna. 

Musculoskeletal System: Infrequent — arthrosis. Rare — dystonia, exostosis, 
lupus erythematosus rash, bruising, myopathy, myositis, polyartentis nodosa, 
torticollis. 

Nervous System: Frequent — abnormal thinking, vertigo. Infrequent — 
abnormal coordination, abnormal EEG, abnormal gait, apathy, ataxia, coma, 


convulsions, delirium, delusion, dyskinesia, dysphonia, encephalopathy, euphoria, 


extrapyramidal disorder, hallucinations, hostility, hyperkinesia, hypnagogic 
hallucinations, hypokinesia, leg cramps, manic reaction, neuralgia, paranoia, 
phobic disorder, psychosis, sensory disturbance, somnambulism, stimulation, 
suicidal ideation, suicide attempt, teeth-grinding. Rare — anticholinergic 
syndrome, aphasia, apraxia, catalepsy, cholinergic syndrome, choreoathetosis, 
generalized spasm, hemiparesis, hyperesthesia, hyperrefiexia, hypoesthesia, 
illusion, impaired impulse control, indecisiveness, mutism, neuropathy, 
nystagmus, oculogyric crisis, oculomotor nerve paralysis, schizophrenic reaction, 
stupor, suicide. 
Respiratory System: Infrequent — bronchitis, hyperventilation, increased 
sputum, pneumonia. Rare — cyanosis, hemoptysis, hypoventilation, laryngismus. 
Skin and Appendages: Infrequent — alopecia, cellulitis, cyst, eczema, 
erythematous rash, genital pruritus, maculopapular rash, photosensitivity 


reaction, psoriasis, pustular rash, skin discoloration. Rare — chloasma, folliculitis, 


hypertrichosis, piloerection, seborrhea, skin hypertrophy, skin ulceration. 

Special Senses: Infrequent — abnormal accommodation, deafness, diplopia, 
earache, eye pain, foreign body sensation, hyperacusis, parosmia, photophobia, 
scleritis, taste loss. Rare — blepharitis, chromatopsia, conjunctival hemorrhage, 
exophthalmos, glaucoma, keratitis, labyrinth disorder, night blindness, retinal 
disorder, strabismus, visual field defect. 

Urogenital System: infrequent — endometriosis, epididymitis, hematuna, 
nocturia, oliguria, ovarian cyst, perineal pain, polyuna, prostatic disorder, renal 
calculus, renal pain, testis disorder, urethral disorder, urinary incontinence, 
uterine hemorrhage, vaginal hemorrhage. Rare — albuminuria, anorgasmy, 
breast engorgement, breast fibroadenosis, cervical dysplasia, endometrial 
hyperplasia, premature ejaculation, pyelonephritis, pyuria, renal cyst, uterine 
inflammation, vulvar disorder. 


DRUG ABUSE AND DEPENDENCE 
Anafranil has not been systematically studied in animals or humans for its 
potential for abuse, tolerance, or physical dependence. While a variety of 
withdrawal symptoms have been described in association with Anafranil 
discontinuation (see PRECAUTIONS, Withdrawal Symptoms), there is no 
evidence for drug-seeking behavior, except for a single report of potential 
Anafranil abuse by a patient with a history of dependence on codeine, benzodiaz- 
epines, and multiple psychoactive drugs. The patient received Anafranil for 
oe and panic attacks and appeared to become dependent after hospital 
ischarge. 

Despite the lack of evidence suggesting an abuse liability for Anafranil in 
foreign marketing, it is not possible to predict the extent to which Anafranil might 
be misused or abused once marketed in the U.S. Consequently, physicians 
should carefully evaluate patients for a history of drug abuse and follow such 
patients closely. 


OVERDOSAGE 

Human Experience 

In U.S. clinical trials, 2 deaths occurred in 12 reported cases of acute overdosage 
with Anafranil either alone or in combination with other drugs. One death involved 
a patient suspected of ingesting a dose of 7000 mg. The second death involved a 
patient suspected of ingesting a dose of 5750 mg. The 10 nonfatal cases involved 
doses of up to 5000 mg, accompanied by plasma levels of up to 1010 ng/ml. All 10 
patients completely recovered. Among reports from other countries of Anafranil 
overdose, the lowest dose associated with a fatality was 750 mg. Based upon 
post-marketing reports in the United Kingdom, CMI's lethality in overdose is 
considered to be similar to that reported for closely related tricyclic compounds 
marketed as antidepressants. 


Signs and symptoms vary in severity depending upon factors such as the amount 
of drug absorbed, the age of the patient, and the time elapsed since drug 
ingestion. Blood and urine levels of Anafranil may not reflect the severity of 
poisoning: they have chiefly a qualitative rather than quantitative value, and they 
are unreliable indicators in the clinical management of the patient. The first signs 
and symptoms of poisoning with tricyclic antidepressants are generally severe 
anticholinergic reactions. CNS abnormalities may include drowsiness, stupor, 
coma, ataxia, restlessness, agitation, delinum, severe perspiration, hyperactive 
reflexes, muscle rigidity, athetoid and choreiform movements, and convulsions. 
Cardiac abnormalities may include arrhythmia, tachycardia, ECG evidence of 
impaired conduction, and signs of congestive heart failure, and in very rare cases, 
cardiac arrest. Respiratory depression, cyanosis, hypotension,shock, vomiting, 
hyperpyrexia, mydriasis, oliguria or anuria, and diaphoresis may also be present. 


Treatment 

The recommended treatment for tricyclic overdose may change periodically. 
Therefore, it is recommended that the physician contact a poison control center 
for current information on treatment. 

Because CNS involvement, respiratory depression, and cardiac arrhythmia car 
occur suddenly, hospitalization and close observation are necessary, even when 
the amount ingested is thought to be small or the initial degree of intoxication 
appears slight or moderate. All patients with ECG abnormalities should have 
continuous cardiac monitoring for at least 72 hours and be closely observed until 
well after the cardiac status has returned to normal; relapses may occur after 
apparent recovery. The slow intravenous administration of physostigmine 


salicylate has been reported to reverse the cardiovascular ane CNS anticholiner- 
gic manifestations of tricyclic overdosag=; however, t should not be used 
routinely, since it may induce seizures and choline gic crises and there is 
persisting debate about its net utility. . 

In the alert patient, the stomach should be emptisd promptly by induced 
emesis followed by lavage. In the obtunded patient, the airway should be secured 
with a cuffed endotrachea’ tube before beginning lavage (donot induce emesis). 
Lavage should be continued for 24 hours or longe , depending on the apparent 
severity of intoxication. Normal or hal+normal saline shoulc be used to avoid 
water intoxication, especally in children. Instillation of activated charcoal slurry 
may help reduce absorption of CMI. 

External stimulation should be minimized to reduce the sendency for convul- 
sions, and anticonvulsants may be necessary. IfMAO inhibitors have been taken 
recently, barbiturates should not beused. Adequate respiratory exchange should 
be maintained, including intubationand artificia respiration, if necessary. Respira- 
tory stimulants should not be used. 

in severe hypotension or shock, the patient should besplaced in an appropriate 
position and given a plasma expander, dopamune, or dobutamine by intravenous 
drip. The use of corticosteroids in'shock is controversial and may be contraingi- 
cated in cases of overdosage with tricyclic aruidepressants. Digitalis may 
increase conduction abnormalities and further irritate an already sensitized 
myocardium. If congestive heartiailure necessitates rapid digitalization, 
particular care must be exercised. Hyperpwrexia sheuld be controlled by 
whatever external means are available, including ice packs and cooling sponge 
paths, if necessary. Hemodialysis, peritoneal dialysis exchange transfusions, and 
forced diuresis have generally been reported as ineffactive because of the rapid 
fixation of Anafrani in tissues. 


DOSAGE AND ADMINISTRATION 

The treatment regimens described beloware basec on those used in controlled 
clinical trials of Anafranil in 520 adults, and 91 chiltiren and adolescents with 
OCD. During initial titration, Anafranil should be given in divided doses with meals 
to reduce gastramntestinal sice effects. The goal ofthis initial titration phase is to 
minimize side effects by permitting tolerance to side effects to develop or 
allowing the patent time to adapt if tolesance does not develop. 

Because both CMI and its active metabolite, DMI, have long elimination 
half-lives, the prescriber should takeinto consideration the fact that steady-state 
plasma levels may not be achieved until 2-3 weeks after dosage change (see 
CLINICAL PHARMACOLOGY). Therefore, after mnitial titration, it may be 
appropriate to wait 2-3 weeks between further cosage adjustments. 


Initial Treatrment/Dose Adjustment (Adults) 

Treatment with Anafranil'should be iritiated ata dosage of 25 mg daily and 
gradually increased, as tolerated, toapproxirrately 100 mg during the first 2 
weeks. During initial titration, Anafranil should be given in divided doses with 
meals to reduce gastramntestinal sie effects. Thereafter, the dosage may be 
increased gradually over the next several weeks, up to a maximum of 250 mg 
daily. After titration, the total dailydose may be given once daily at bedtime to 
minimize Caytime sedation. 

Initial Treatment/Dose Adjustment (Children and Adolescents) 

As with adults, the starting dose is 25 mg daily and should be gradually increased 
(also given in divided:doses with meals tc reduce gastrointestinal side effects) 
during the first 2 weeks, as tolereted, up ic a daily maximum of 3 mg/kg or 

100 mg, whichever is smaller. Thereafter. the dosage may be increased gradually 
over the next several weeks up © a daily maximum of 3 mg/kg or 200 mg, 
whichever is smaller (see PRECAUTIONS, Pediatric Use). As with adults, after 
titration, the total daily dose mey be given once daily at bedtime to minimize 
daytime sedation. 


Maintenance/Cortinuation Treatment (Adults, Children, and Adolescents) 
While there are nc systematicstudies that answer the question of how long to 
continue Anafraril, OCD is æchronic condition and it is reasonable to consider 
continuation for a responding patient. Although the efficacy of Anafranil after 
10 weeks has not been documented imcontrolied trials, patients have been 
continued in therapy under couble-biind conditions for up to 1 year without loss 
of benefit. However, dosage adjustments should be made to maintain the patient 
on the lowest effective dosage, and patients should be periodically reassessed to 
determine the need for trectment. During maintenance, the total daily dose may 
be-given once daily at bedtme. 


HOW SUPPLIED 
Capsules 25 mg — ivory/nelon yeliow (imprinted ANAFRANIL 25 mg) 
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Dispense in tight cortainer (USP). 

ANIMAL TOXICOLOGY 

Testicular and lung sha commonly associated with tricyclic compounds have 
been observed with Anafranil. In 1- and 2-year studies in rats, changes in the 
testes atrophy, as2ermatogenesis, and calcification) and drug-induced phospho- 
lipidosas in the lungs were o>served at doses 4 times the maximum daily human 


dose. Testicular atrophy was also observed in a 1-year oral toxicity study in dogs 
at 10 ames the maximum daily human dose. 
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Special Article 


The Déja Vu Experience: Remembrance of Things Past? 


Herman N. Sno, M.D., and Don H. Linszen, M.D. 


The déja vu experience is a common phenomenon, 
occurring in pathological as well as nonpathological 
conditions. It has been defined as any subjectively in- 
appropriate impression of familiarity of a present 
experience with an undefined past. The authors discuss 
the epidemiologic data, clinical features, and etiology 
of the phenomenon of déja vu. They also review the 
different hypotheses on the psychopathogenesis of the 
déja vu experience and introduce an explanation based 
on the hologram as a mnestic model. 

(Am J Psychiatry 1990; 147:1587-1595) 


I n The Psychopathology of Everyday Life (1) Freud 
wrote, “We must include in the category of the 
miraculous and the ‘uncanny’ the peculiar feeling 
we have, in certain moments and situations, of having 
had exactly the same experience once before or of hav- 
ing once before been in the same place, though our 
efforts never succeed in clearly remembering the pre- 
vious occasion that announces itself in this way... . I 
know that the subject would merit the most exhaustive 
treatment.” 

Like the founder of classical psychoanalysis, many 
novelists and poets have also been fascinated by this 
“peculiar feeling.” Frequent references have been 
made to descriptions of the déja vu experience in 


David Copperfield (1849) by Charles Dickens, “Child- 
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hood,” “Boyhood,” and “Youth” (1852) by Leo Tol- 
stoy, and Remembrance of Things Past (1919) by 
Marcel Proust. The déjà vu experience was also. de- 
picted by Sir Walter Scott in Guy Maznering (1815), 
by Leo Tolstoy in War and Peace (1859), by Gon- 
charov in Oblomov (1859), and ty Thomas Hardy in 
“A Pair of Blue Eyes” ‘1872). It has been described 
more recently by Joseph Heller in Catcn-22 (1955), by 
Isaac Bashevis Singer in “Jachid and Jechidah” (1961), 
and by Walker Percy in The Last Gentleman (1966). 
Other examples include the so0ems ‘““To—(As When 
With Downcast Eyes)” (1832) anc “The Two Voices” 
(1833) by Alfred Tennyson and “Sudden Light” 
(1854) by D.G. Rossetti and the songs “Where or 
When” (1937) by Rodgers and Hart end “Déjà Vu” 
(1970) by David Crosby. In Susan Seidelman’s movie 
Desperately Seeking Susan (1985), the heroine has a 
déja vu experience following a head trauma. 

Centuries ago, St. Augustine (2) referred to the phe- 
nomenon as falsae memoriae. In 1828, Sir Walter Scott 
(3) spoke of “the sense of pre-existence.” To our 
knowledge, it was the English physician Arthur Lad- 
broke Wigan (4) who was the first to focus psychiatric 
attention on what he calied “‘the sentiment of pre-ex- 
istence.”” The phenomencn has been described by var- 
ious authors of differing nationalities using a muititude 
of alternative terms (see table 1). 

In 1896 Arnaud (14) concluded that as long as there 
was not yet any certainty as to the etiology of the 
phenomenon, a pathogenetically neutral term such as 
“déjà vu” would be preferable. Ir his opinion, such 
terms as fausse mémoire and parammnésie erroneously 
suggested that it was solely a disturbance of memory. 
However, the term “déjà vu” gave rise to the notion 
that it was solely a disturbance of visual perce>tion. 
The phenomenon has since become generally known 
and accepted in the English language zs the déjà vu 
experience. 

After defining the term déjà vu experience, we will 
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THE DEJA VU EXPERIENCE 


TABLE 1. Alternative Terms for the Déja Vu Experience 





Country and Term Year Author 
Britain 
Sentiment of pre-existence 1844 Wigan (4) 
Reminiscence 1888 Jackson (5) 
Sense of prescience 1895 Crichton-Browne (6) 
Premnesia 1895 Myers (7) 
Germany 
Empfindungsspiegelung 1859 Neumann (8) 
Deppelwabrrehmungen 1868 Jensen (9) 
Deppelvorstellungen 1871 Huppert (10) 
Erinnerungstduschungen 1873 = Sander (11) 
Identificerende Erinner- 
ungsfalschung 1887 Kraepelin (12) 
France 
Sensation du déja vu 1876 Boirac (13) 
Fausse mémoire 1880 Ribot {cited by Arnaud 
[14)) 
Paramnésie 1893 Lalande (15) 
Illusion de déja vu 1896 Arnaud (14) 
Illusion de fausse recon- 
naissance 1898 Bernard-Leroy (16) 
Sentiment de “déjà vu” 1905 Janet (17) 
Sauvenir du present 1908 Bergson (18) 
United States 
Illusion of memory 1884 Osborn (19) 
Identifying paramnesia 1889 Burnham (20) 
Illusion of “the already 
seen” 1921 Gordon (21) 
Ilusion of familiarity 1954 Penfield and Jasper (22) 


deal in this article witk its epidemiology and clinical 
fea-ures. We will then discuss the etiology of the phe- 
nomenon as well as psychopathogenetic hypotheses 
and models. 


DEFINITION 


Déjà vu is French for “already seen.” In everyday 


language, the term is often misused in the literal sense. 


When a man first approaches a woman, for example, 
instead of using the cliché “I feel like we have met 
before,” he might say something like, “I feel like I am 
having a déjà vu.” As proposed by Neppe (23, 24}, the 
déjà vu experience is defined as “Any subjectively in- 
appropriate impression of familiarity of a present 
experience with an undefined past” (24). The phenom- 
enon can be regarded as the opposite of the jamais vu 
experience, in which there is an inappropriate absence 
of familiarity (jamais vu is French for “never seen”). 
The déja vu experience must be differentiated from 
such phenomena as flashbacks, cryptomnesia, actual- 
ized precognition, and vivid memory. In the event of 
flashbacks, individuals may conceive themselves as ac- 
tually being back in time or may see facets of their past 
lives before their eyes. There is no sense of familiarity 
involved. In the event of cryptomnesia, there is no 
comparison with the present but a sense of past ideas 
that are inappropriately unfamiliar. The term “actual- 
ized precognition” refers to the subjective impression 
that the present situation has been foretold. In a vivid 


memory, the past comes into focus, but there is noth- 
ing in the present that seems familiar (23). 


EPIDEMIOLOGY 


The déja vu experience is a common phenomenon. It 
occurs not only in medical and psychiatric disorders 
but, as many of us know from our own experience, in 
nonpathological conditions as well. 

The reported rates of the déjà vu experience vary 
from 30% to 96% (see table 2). This variation in rates 
is probably partially based on selective factors and the 
use of differing definitions of the déja vu experience. 

Most authors writing on déja vu indicated a greater 
predilection at younger ages, but no striking gender 
differences were reported. There is less consensus as to 
the correlation with other demographic variables, such 
as education, socioeconomic status, and race. Some 
authors (15, 24, 26) found no significant correlation 
with these variables. Others (6, 29, 33), however, re- 
ported significant correlations with education and so- 
cloeconomic status. 


CLINICAL FEATURES 


In their descriptions of the clinical features of the 
déjà vu experience, most authors on the subject distin- 
guished two varieties. Whether the differences between 
the two are qualitative or quantitative remains con- 
troversial. Many authors (29, 34, 35) assumed a qual- 
itative difference, i.e., a nonpathological and a patho- 
logical form. In order to emphasize this difference, 
Berndt-Larsson (34) proposed, following Albés (36), 
that the nonpathological form be referred to as déja- 
éprouvé and the pathological form as fausse reconnais- 
sance or “‘reduplicating paramnesia.” Arnaud (14), 
however, suggested a quantitative difference: a minor 
(forme légére) and a major (forme grave) form. He 
pointed out that the minor form may occur in patho- 
logical as well as in nonpathological conditions and 
that it is transient, it has a rapid onset and disappear- 
ance, and reality testing remains intact. The major 
form is clearly pathological and prolonged, and reality 
testing is persistently or recurrently impaired. The dis- 
pute as to whether there are qualitative or quantitative 
differences will not be settled here. Since the clinical 
features of the déja vu experience are so universally 
similar and can be identical in pathological and non- 
pathological conditions, a qualitative difference would 
seem less likely. We tend to prefer Arnaud’s distinction 
of minor and major forms. 

Neppe’s definition of the phenomenon (23, 24) epit- 
omized the clinical features of the déja vu experience in 
one sentence (“Any subjectively inappropriate impres- 
sion of familiarity of a present experience, with an 
undefined past”). By the word “any,” he indicated that 
it is an etiologically neutral phenomenon. He did not 
make any statement as to its duration. Most authors 
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TABLE 2. Déja Vu Experiences Reported in the Literature 
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Subjects Who 

Seol Erperigied Doa Yu 
Author Year Group Studied Subjects in Group N % 
Osborn (19) 1884 — _" 4 50 
Lalande (15) 1893 Not specified —" 100 30 
Heymans (25) 1906 Psychology students —* 88 63 
Chapman and Mensh (26) 1952 Ambulatory clinic patients Male 110 31 
Female 110 35 
McKellar and Simpson (27) 1954 Students , —* 110 71 
Richardson and Winokur (28) 1967 Neurosurgical patients Male 93 42 
Female 68 35 
Psychiatric patients Male 117 40 
Female 184 48 
Harper (29) 1969 Health department employees —" 91 63 
Brauer et al. (30) 1970 Psychiatric inpatients —* 84 92 
Greyson (31) 1977 Schizophrenic patients —* 20 65 
‘“‘Nonschizophrenic” patients —_* 65 51 
Neppe (32) 1979 Members of a cultural society Female 84 96 
Neppe (24) 1983 “Normals” _* 28 68 
“Neuropsychiatric” patients _* 48 73 


“Information not provided. 


have described the déjà vu phenomenon as an experi- 
ence of a paroxysmal nature lasting from several sec- 
onds to several minutes. By calling the experience 
“subjectively inappropriate,” Neppe emphasized that 
the sense of familiarity is a personal construct that 
cannot be judged by the outsider. The experience is not 
so much characterized by the “as if” feeling, as in cases 
of depersonalization but, rather, by the cognitive dis- 
sonance between the feeling that one recognizes a sit- 
uation and/or sensation and the simultaneous aware- 
ness of its impossibility. All of the individual’s 
attempts to provide a definitive explanation for the 
déjà vu experience prove to be in vain. This often 
makes for secondary anxiety, a disconcerting tension, 
or feelings of perplexity. Occasionally, however, the 
accompanying affect may be pleasurable (37, 38). 

By the term “impression” in his definition, Neppe 
(23, 24) meant to convey that the experience is not 
solely confined to affect (feelings), thought process 
(ideas), perception (illusions, recognition), or cogni- 
tion (remembrance) but entails an amalgamate of per- 
ceptive, cognitive, and affective components. In some 
cases, perception may actually be distorted, even if it is 
often unnoticed and usually lasts for only a fraction of 
a second. The stimulus threshold would generally seem 
to be lowered. For example, for a moment individuals 
may perceive their environment as looking very much 
like one of Dali’s surrealistic paintings. 

The term “familiarity” brings to mind associations 
with the concept of family. Thus, the term includes 
both recognition and acquaintance. The recognition 
pertains to the total situation and/or sensation. Every 
detail of the present experience is viewed as being iden- 
tical to an alleged experience in the past, a photo- 
graphic copy as it were. Sometimes the recognition can 
be accompanied by the feeling of being able to predict 
what is going to happen in the next few moments (pre- 
cognition). To some extent this prediction may also 


A anna T Dania hintaa 1A°7.19 | i ep eed han 100) 


serve as an effort to test the reality content of the déjà 
vu experience. Neppe used the term “experience” to 
prevent the limitation of the definition to one modality. 
of perception. By the term “undefined past,” he re- 
ferred to the inability to determine the exact time and 
place the original experience suppesedly took place. 
Several authors, including Freud (1) and Grasset (39), 
viewed this inability as an essential component of the 
déja vu experience. 

These observations pertain in particular to the mi- 
nor form of the déja vu experience. This is the form 
which has been most extensively described in the lit- 
erature. The major form is generally of prolongec du- 
ration. The present experience is perceived as being 
identical, but not necessarily in every detail. In cases 
like this, patients may havz the impression of having 
experienced a certain situation and/or sensation on one 
or even more occasions in the past. The major form of 
the déja vu experience is often viewed as an unwanted 
intrusion. The impression does not disappear after 
some deliberation, and reality testing remains impaired 
for a prolonged period of time. The moment that has 
allegedly been remembered is often localized in time 
and place and is often incorporated into a delusional 
system (34). 


ETIOLOGY 


The déja vu experience has been associated with 
many psychopathological disorders—anxiety and dis- 
sociative neuroses, mood and personality disorders, 
schizophrenia, and organic brain syndromes and dis- 
orders. In nonpathological conditions, the déja vu 
experience can be the result of an emotional trauma, 
exhaustion, or the use of psychomimetic drugs. The 
predisposing factors include fatigue, severe stress, and 
illness (28, 33, 40-45). 
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THE DEJA VU EXPERIENCE 


The diversity of etiological factors indicates that 
there is neither a specific nor a pathognomonic relation 
between the déjà vu experience and any single psychi- 
atric or neurological disorder. Richardson and Wino- 
kur (33) suggested thar the déjà vu experience may be 
of help in diagnosing personality disorders. Accord- 
ingly, Halgren et al. (45) suggested that the personality 
structure of patients with temporal lobe epilepsy prob- 
ably predisposed them to experience déjà vu as an 
aura, Harper (29), however, found that the déjà vu 
experience occurred less frequently among individuals 
with marked neurotic traits. 

Richardson and W:nokur (33) concluded that the 
déja vu experience occurred significantly more often 
among psychiatric patients than among patients with 
no psychiatric disorders and patients with cerebral dis- 
orders. Lewis et al. (44) found that six female patients 
with bipolar mood disorders appeared to have psycho- 
motor epileptic symptoms and déjà vu experiences. They 
concluded that psychomotor symptoms may be more 
prevalent in bipolar patients than has been recognized. 

Of the neurological disorders, the one most widely 
described as a cause of the déja vu experience has been 
temporal lobe or psychomotor epilepsy (22, 47—55). In 
1859, Neumann (8) described a déja vu experience in 
a female patient with epilepsy. In 1888, Hughlings 
Jackson (5) suggested. that there was a significant rela- 
tion between the déja vu experience and disorders of 
the temporal sphencidal region of the right hemi- 
sphere. In the 1950s this suggestion was confirmed by 
the experiments of Mullan and Penfield (48): déja vu 
experiences were evoked under local anesthesia by 
electric stimulation of the temporal lobe of patients 
with psychomotor epilepsy. In a similar study, how- 
ever, Halgren et al. (46) also found it possible to 
arouse déja vu experiences in the nondiseased hemi- 
‘sphere without evoking potentials in the region of the 
contralateral focus. In 1963, Cole and Zangwill (55) 
found a significant relation between the déjà vu expe- 
rience and a focus m the nondominant hemisphere. 
Although they studied a small number of patients, they 
concluded that the déja vu experience should not be 
viewed as a sign of lateralization. A number of authors 
(5, 29, 51), in fact, have stressed that a déja vu expe- 
rience can be interpreted as an indication of epilepsy 
only when it occurs in combination with other psychi- 
atric or neurological symptoms. 


PSYCHOPATHOGENESIS 


Many authors (11, 12, 20, 45, 56, 57) have viewed 
the déjà vu experience primarily as a disturbance of 
memory. Similarly, psychoanalytically oriented au- 
thors (1, 37, 40, 58—64) have held that a disturbance 
of memory is involved in the phenomenon and have 
worked on the assumption that it has some relation to 
defense mechanisms, dreams, and unconscious fanta- 
sies and wishes. According to parapsychologists, the 
déja vu experience is based on memories of a past life 
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and thus results from reincarnation (65). Given his 
term “sentiment of pre-existence,” it seems likely that 
Wigan (4) also associated the phenomenon with rein- 
carnation. Lalande (15) suggested telepathy as a pos- 
sible explanation. Carrington (66) noted that, in cer- 
tain cases, the subject may actually have visited the 
locality in question in his or her astral body while 
remaining partially conscious. 

Various authors (15, 21, 25, 34, 42, 67, 68) have 
been of the opinion that déja vu is a disturbance in 
perception that may be caused by a disturbance of 
attention rather than a disturbance of memory. Janet 
(17, 69) held that it entailed an erroneous evaluation 
of the present perception, which was thought to be the 
result of a “psycholeptic crisis.” The déja vu experi- 
ence would. thus be viewed as a denial of the present 
rather than a confirmation of the past. 

Numerous authors (25, 29, 40—42, 59, 63, 68-73) 
have noted the relation between depersonalization and 
the déjà vu experience. Like Freud (58), Nemiah (74) 
also held that the déja vu experience could be viewed 
as the positive counterpart of depersonalization: “In 
déja vu what is, in fact, new, alien, and previously 
unexperienced is felt as being familiar and as having 
been perceived before. In contrast, in depersonaliza- 
tion what is actually familiar is sensed as strange, 
novel, and unreal” (p. 1039). The jamais vu experience 
can be regarded as an extreme degree of depersonal- 
ization (73). Neppe (24) suggested that the emphasis in 
depersonalization is on the experience, whereas the ja- 
mais vu experience involves situations or places. Ne- 
miah (74) concluded that the déja vu experience and 
depersonalization should be regarded as two distinct 
entities. This conclusion coincides with the findings of 
Brauer et al. (30). In a group of 84 psychiatric patients, 
déja vu experiences correlated with just a few of the 
variables that depersonalization and derealization cor- 
related with. In a study of the rate of depersonalization 
in a group of 339 female and 552 male students, how- 
ever, Myers and Grant (73) reported a significant re- 
lation, particularly among the male students, between 
the déjà vu experience and depersonalization (p< 
0.001). >- 

Oberndorf (63) and Arlow (40, 75) held that deper- 
sonalization and the déjà vu experience were both 
based on a distortion of the sense of time. Oberndorf 
(63) was of the opinion that whereas depersonalization 
is an expression of a major disturbance in reality ap- 
preciation, the déja vu experience is primarily based on 
a minor distortion in reality perception. Unlike Obern- 
dorf, Arlow (40) felt that there is no perceptual distur- 
bance involved at all and proposed, following Federn 
(71), that the term “reality perception” be replaced by 
“sense of reality.” Marcovitz (64), however, held that 
déja vu experiences, much like hallucinations, certainly 
do involve a disturbance of perception. The views of 
Arnaud (14) constituted a synthesis of all the opinions 
referred to here. According to this French psychiatrist, 
the phenomenon is based on modifications of the per- 
ception mechanism due to disturbance of both mem- 
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ory and attention. [n other words, the déja vu experi- 
ence can be based on either a perceptual or a mnestic 
disturbance. 


EXPLANATORY THEORIES 


As might be expected, the wide range of opinions 
regarding the basic psychopathogenetic aspects of the 
déja vu experience led to an equally wide range of 
explenatory theories. It would seem that every author 
who studied the phenomenon with any thoroughness 
formulated an explanation. The diversity of the 
hypotheses is obviously due to the fact that a subjective 
phenomenon like the déjà vu experience does not 
permit any experimental research. To our knowledge, 
only three studies provided some experimental evi- 
dence. By means of posthypnotic amnesia, Banister 
and Zangwill (76) succeeded in inducing the feeling of 
familiarity in three of five subjects. In 1959, Mullan 
and Penfield (48) reviewed a series of 214 patients 
treated surgically for relief of temporal lobe seizures. 
In six of these patients, it was possible to reproduce a 
déja vu experience by electrical stimulation of the tem- 
poral lobe. More recently, Halgren et al. (46) reported 
déja vu experiences evoked by electrical stimulation of 
the median temporal lobe with stereotaxic-placed 
depth electrodes in five of 36 subjects with psychomo- 
tor epilepsy. 

We shall now deal successively with the psycholog- 
ical and neuropsychological hypotheses and the psy- 
chodynamic hypotheses and then go on to describe 
two explanations based on technological models. 


Psychological and Neuropsychological Hypotheses 


Wigan (4) was of the opinion that the déja vu expe- 
rience resulted from the transient nonsimultaneous 
functioning of the two hemispheres, to each of which 
he attributed a separate consciousness. 

Jensen (9) and Maudsley (77) attributed separate 
but identical functions to the two hemispheres. The 
déja vu experience was thus thought to be based on 
double perception as a result of an interhemispheric 
asynchronism, a kind of mental diplopia as it were. 
Huppert (10) speculated that what was involved was a 
double image rather than double perception. Dugas 
(56) held that there was a doubling of the personality. 
Myers (7) postulated the existence of a subliminal and 
a supraliminal self (“a part of our mind or faculty 
which lies below the threshold of our ordinary con- 
sciousness”). The déjà vu experience was thus suppos- 
edly based on the double perception of the present 
moment by the subliminal and the supraliminal self. 

The explanation provided by Efron (78) was based 
on advanced neurophysiological research but re- 
mained no less speculative. On the grounds of his ex- 
periments, Efron hypothesized that information rela- 
tive to the time of occurrence is transferred from the 
nondominant to the dominant hemisphere before tem- 
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poral discrimination of simultaneity ahd order can 
take place. The déjà vu experience is supposedly a re- 
sult of a momentary extra delay in transmission. The 


~ dominant hemisphere then receives the same informa- 


tion twice in succession, once directly and once relayed 
after this delay from the nondominant hemisphere. 

Jessen (79) was of the opinion that a déjà vu expe- 
rience is based on the confusion of a single detail with 
the whole. The feeling of familiarity that is appropriate 
to details of earlier experiences is transferred to the 
present perception as a whole. Neumann (8) presumed 
that a déja vu experience emerges if an image based on 
the present perception is mistaken for a memory. Ac- 
cording to Boirac (13), there is more than one possible 
explanation. A déja vu experience could be the result 
of a similarity between a present perception and traces 
of memories of similar earlier perceptons. A déjà vu 
experience could also occur if an object aroused the 
same emotion as some cther object seen at some time 
in the past. 

The explanations given by Lalande (15) and Berndt- 
Larsson (34), which assumed a disturbance of atten- 
tion, differed only in wording and emzhasis. Lalande 
(15) emphasized a disturbance in perception of time 
and unconscious perception. Due to reduced attention, 
seconds seem like minutes and all kincs of images are 
observed without entering consciousness. After the 
return to reality, the image that was unconsciously 
seen several seconds ear-ier seems like something once 
seen before in the far distant pest. Like Anjel (67), 
Berndt-Larsson (34) also assumed that conscicus per- 
ception occurs after sensory data have been intellectu- 
ally processed. 

Due to the reduced ability to maintain attention, a 
sensory stimulus could be attributed with an intrapsy- 
chic representation without intellectual processing. 
This representation cou:d be mistaken for a memory. 
MacCurdy (80) was of the opinion that each sensory 
stimulus immediately and automatically arouses a se- 
ries of associations with preconscious and unconscious 
memories. If the present perception is associated with 
an anxiety-provoking unconscious image, an effort is 
made to exclude this image from consciousness. The 
energy of the activated unconscious image is then 
transferred to the conscious image, which becomes su- 
pernaturally real and vivid and amazingly familiar. 
The active unconscious idea enters consciousness as an 
affect, i.e., a feeling of familiarity, which is rationalized 
with the belief that an experience is being relived. 

The hypothesis of Sicmopoulos (41), formulated in 
Gestalt psychology terms, exhibits many similarities to 
the explanation given by Boirac (13), Jessen (79), and 
MacCurdy (80). Siomopoulos suggested that the déjà 
vu experience might reflect a disturbance in the orga- 
nization of perceptual entities anc the affective com- 
ponents into larger “‘object-affect” entities. The feeling 
of familiarity with the abject is thus in fact the aware- 
ness of a familiar affect. The similarity between the 
affects of two object-aftect entities was thought to be 
what led to the recognition of these entities. Parenthet- 
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ically, this hypothetical process resembles to some ex- 
tent the process described as redintegration (24). 

Krijgers Janzen (38) based his explanation of the 
déjà vu experience on eidetic imagery. Eidetic imagery 
is characterized by clear visualization of objects previ- 
ously seen. The déja vu experience is thought to be the 
effect of the interference in perception of objects and 
eidetic images. The inaccurate projection in time gives 
the eidetic image the quality of a memory. 

Levitan (72) based his explanation on the hypothesis 
that all perceptions and images are constructed of geo- 
metric shapes comprising triangles and rectangles. The 
déjà vu experience was thus thought to be based on a 
decomposition of images into these more archaic im- 
ages, which indeed have been seen before. 


Psychodynamic Explanations 


In 1907, Freud (1) stated that the déjà vu experience 
actually pertains to a perceptual judgment resulting 
from the recollection of an unconscious fantasy or 
wish. The present perception reactivates the uncon- 
scious fantasy or wish that has been formed in the past 
as a wish to improve the situation. Freud thus felt that 
the present experience does indeed exhibit a similarity 
to some experience in the past. However, since this 
experience has never been conscious, it cannot possibly 
be consciously remembered. Independently of Freud, 
Grasset (39) had formulated a similar explanation in 
1904. In 1893, Lalande (15) had also presumed that 
there was some relation between an unconscious ob- 
servation and the déja vu experience. The similarity is 
in fact only superficial end the difference quite essen- 
tial. Grasset and Lalande alluded to unconsciousness 
due to an escape from attention as a result of an excess 
of external stimuli or a reduced perceptual capacity. 
Freud (1, 58, 59), however, held that it was an internal 
stimulus, a fantasy or wish, that defense mechanisms 
prevented from entering consciousness. 

Like Freud, most of the later psychoanalytical au- 
thors (37, 40, 62, 63) assumed that the déja vu expe- 
rience served as a defense mechanism. According to 
Oberndorf (63), the déja vu experience represents a 
kind of reassurance: “There is nothing to worry about, 
you went through all this once before and came out 
well. The same will happen this time.” Fenichel (81), 
however, was convinced that the déjà vu experience 
emerges when the repression has already been com- 
pleted and the ego is nonetheless reminded of a re- 
pressed fantasy or wish <gainst its will. Marcovitz (64) 
noted that perceptual memory functions would be dis- 
torted by the wish for the turning back of time. Like 
Freud (1), Marcovitz was of the opinion that the déja 
vu experience expresses the wish for a second chance; 
in other words, it was an illusory fulfillment of the 
wish to repeat a certain 2xperience in such a way that 
this time the result would accord better with a wish. 
Marcovitz (64) suggested that the déja vu experience is 
better understood if it is thought of as encore vu. 

Arlow (40) felt that the wish for a second chance 
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was of minor importance and stressed instead the de- 
fense function. From a structural point of view, he 
asserted that the wish came from the ego rather thar 
the id. The present experience simultaneously symbol- 
izes and stimulates the reexperiencing of an anxiety- 
producing memory, wish, or fantasy. The ego tends tc 
ward off anxiety by various concurrent and comple- 
mentary defense mechanisms. First, the memory, wish, 
or fantasy threatening to enter consciousness is neu- 
tralized as being unreal, dreamlike, or already past. In 
order to suppress the significance of the internal 
sources of anxiety, the original experience is projected 
or displaced to the present experience. In a psychody- 
namic sense, the déja vu experience is thus, according 
to Arlow (40), comparable to a screen memory as sub- 
stitute in order to aid the defense mechanism of repres- 
sion. This view was shared by Boesky (82) and Sohn 
(83). | 

Federn (71) explained the déjà vu experience in 
terms of ego psychology. A déjà vu experience, in his 
Opinion, occurs when a memory in the form of an 
emerging experience quite transitorily passes the ide- 
ational ego feeling boundary, or a perception passes 
the perceptive ego feeling boundary, first at a moment 
when the boundary is without narcissistic cathexis, 
and immediately afterward when it has again received 
a narcissistic’ cathexis. The narcissistically blunted 
boundary takes away the feeling of the present and the 
evidential feeling, whereas the narcissistically excited 
boundary imparts them. The speculations of Pacella 
(84) did not differ essentially from Arlow’s concep- 
tions. As a co-worker of Margaret Mahler (85), Pacella 
(84) explained the déja vu experience on the basis of 
object relations theory and the separation-individua- 
tion process.: The underlying central conflict was 
shifted from the oedipal phase to the preoedipal period 
of mental and somatic representations. Pacella felt that 
the déja vu experience is an expression of a transient 
partial regression in the service of the ego to the pre- 
oedipal phase as defense against anxiety induced by 
the present experience. 

Many authors felt that there is a possible relation 
between the déja vu experience and dreams (15, 60, 
61, 70, 86—91). Whereas Lalande (15) held that trac- 
ing the déja vu experience back to a dream is merely a 
subsequent rationalization, Ferenczi (60, 61) was con- 
vinced that the phenomenon was caused by dreams or 
daydreams, either in the recent or the more distant 
past. In other words, analogous to the dream as day 
residue, he viewed the déja vu experience as dream 
residue. 

In 1909, Freud (86) stated that the déja vu experi- 
ence could not only be the result of a dream but could 
also occur within a dream. A déja vu experience during 
a dream about a certain setting or specific place could 
symbolize the genitals of the mother, a place where one 
can rightly be'said to have actually been before. Pötzl 
(70) argued that the dream as well as the déja vu expe- 
rience could be the result of prematurely interrupted 
intentions or unfulfilled wishes. Comparing the déja vu 
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experience to a waking dream, he noted that the situ- 
ation in which the déja vu experience occurred might 
be the realization—as well as the completion with sen- 
sory details—of a hitherto.unconscious fantasy picture 
of the particular situation. 

Zuger (89) held that the déjà vu experience and the 
dream were comparable manifestations of one and the 
same phenomenon. One of the grounds for this con- 
clusion was the occurrence of dreams with contents 
closely related to the situation of the dreamer at the 
moment of recalling the dream. In an effort to confirm 
his view, Zuger studied the possible correlation be- 
tween dreams and déja vu experiences in 58 of his 
psychotherapy patients. In 36 patients, there did in- 
deed prove to be a correlation, and 10 of his patients 
who reported not dreaming also claimed they had 
never had a déja vu experience. On the grounds of 
nonpsychodynamic considerations, Epstein et al. (90, 
91) also assumed the existence of a relation between 
dreams and déja vu experiences. These authors sug- 
gested that the two phenomena might be the result of 
uncinate focus discharging. 


Technological Models 


For centuries man has attempted to solve the mys- 
tery of memory functioning. Due to the lack of factual 
evidence, the models used have often been based on the 
most advanced technology available, such as photog- 
raphy, the audio tape recorder, the computer, and, 
most recently, holography. 

De Nayer (43) suggested that, analogous to the au- 
dio tape recorder, the storage of memory items takes 
place by way of a “recording head” (tête enregistreuse) 
and that the recall of these items occurs by way of a 
“reproducing head” (tête lectrice). The “tape” of the 
memory consists of a set of “printing cases” (cases å 
engrammer). De Nayer (43) pictured the two heads 
floating freely in the memory above the fixed set of 
printing cases. The déja vu experience occurs if and 
when, due to a certain disorder in the coordination, the 
two heads float above the same printing case at the 
same time, so that the information is simultaneously 
recorded and reproduced. In other words, the infor- 
mation is perceived and remembered simultaneously, 
so that the present perception is experienced as a 
memory. 

Up to now, holography has not been used as a mem- 
ory model to explain the déja vu experience. Hologra- 
phy is a form of three-dimensional photography. In 
addition to information about wave length and ampli- 
tude, the phase of light waves is also fixed on a film or 
on a glass plate with a photosensitive emulsion. Thus, 
every part of the plate contains all the information 
needed for the reconstruction of the entire picture. So, 
in principle, even the smallest fragment would give the 
complete picture, although the smaller the fragment, 
the less sharp the picture would be. According to this 
model, memories are stored in the brain as holograms. 
This model can serve to explain why a complete 
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FIGURE 1. Hologram Mode! for the Déjà Vu Exparience 








memory can be reconstructed by stimulating z section 
of the brain and at the same time why this memory 
does not disappear after the sectson of the brain has 
been removed. 

In terms of the hologram model (see figure 1), the 
déja vu experience takes place if a section of the holo- 
gram of the present perception (c1) that is to be stored 
in the memory is identical to the mnestic information 
of a section of a different hologram picture {c2) that 
was recorded at some moment in the past. Although 
the two complete pictures (al anc a21 bear little or no 
resemblance to each other, as a result of the mismatch- 
ing of the two virtually identical sections of the holo- 
grams (c1 and c2), the individual teels certain he or she 
has seen the picture (a1) before atsome moment in the 
past. 

As a mnestic model, the hologram can be relevant to 
the relation between the brain zunction and the sub- 
jective déja vu experience. The explanation based on 
this model resembles the one given by Levitan (72), 
which was also based on similarities >etween compo- 
nents of the present perception ard components of the 
already existing images. 
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THE DEJA VU EXPERIENCE 


CONCLUSIONS 


A subjective and nonspecific phenomenon like the 
déjà vu experience can easily escape the attention of 
clinical investigators, who are focused on reliability 
and validity. This might explain why the symptom has 
not been included in DSM-III-R. In our opinion, how- 
ever, the déjà vu exper:ence can indeed be of impor- 
tance in a psychopathological sense. The déja vu expe- 
rience would seem to belong to the same category as 
depersonalization (including the jamais vu experience). 
However, since each of these phenomena sometimes 
requires a very different psychopathogenetic explana- 
tion, they should be viewed as distinct entities. One of 
the factors that make the déja vu experience important 
is the possible adaptive function in reducing unpleas- 
ant affects, the function of defense. It can be helpful to 
discuss this function with a patient in order to under- 
stand the psychodynamics of a patient’s personality 
disorder. The déja vu exverience can also be indicative 
of epilepsy, particularly in combination with other 
psychiatric and/or neurological symptoms. In addition, 
its importance is related to the frequency of occur- 
rence. The déja vu experience is a ubiquitous and often 
impressive phenomenon. Consequently, almost every- 
one is familiar with it. Discussing this experience will 
thus likely inspire confidence, which can be of impor- 
tance for the working alliance with the patient. 

Lastly, the déja vu experience can serve as an in- 
triguing point from whicn to approach the study of the 
processes of memory storage and perception. The ex- 
planation based on the hologram model implicitly con- 
firms the view expressed by Arnaud (14) and Janet (17, 
69) that the déjà vu experience is not solely the result 
of a memory disorder bur involves an erroneous inter- 
pretation (mismatching) in the memory of the present 
perception, possibly due to a disturbance of attention. 
In other words, a déjà vu experience should be re- 
garded as a disturbance of apperception. Consequent- 
ly, the phenomenon may be related to a disturbance of 
memory, perception, or attention or to an impaired 
integrative functioning ot the ego. All of these distur- 
bances can be due to an impaired functioning of the 
brain. The reasons for a déja vu experience, perhaps in 
the absence of any underlying organic cause, are best 
clarified by the psychodynamic explanations. 
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Regular Articles 


Predictions About New Long-Stay Patients: 
Were They Valid? 


Robert L. Okin, M.D., Doris Pearsall, Ph.D., and Thomas Athearn, B.S. 


During 1979—1989, the long-stay population in 
Massachusetts state psychiatric hospitals declined and 
then moderately increased, although to far below its 
initial 1979 level. The increase toward the end of the 
period was due to a growing number of patients ad- 
mitted, an increase in the proportion ‘of these new pa- 
tients who were retained for 1 year or longer, and a 
decrease in discharges of long-stay patients, especially 
those hospitalized for 20 or more years. The last factor 
was particularly important and was due to the fact that 
the number of these very-long-stay patients had be- 
come so small by 1983 that the effect of their contin- 
ued discharge on the total long-stay population was 
minimal, The authors paint out that more community 
services, not more hospital beds, may be needed. They 
recommend that states assess the clinical needs of the 
long-stay population before determining bow to allo- 
cate their resources to address this phenomenon. 

(Am J Psychiatry 1990; 147:1596-1601) 


arly in the community mental health movement it 

was thought that the role of state hospitals in the 
care of long-term patients would gradually disappear 
as hospitals’ functions were replaced by community 
services. In the 1970s and early 1980s, however, au- 
thors in Europe (1-7) ard the United States (8—11) 
described a population of new long-stay patients and 
questioned whether these patients would accumulate 
in public hospitals and ultimately replace the old long- 
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term patients, whose numbers had been declining over 
the past two decades. 

Platman and Booker (9) studied seven cohorts of 
patients admitted to all Maryland state hospitals each 
year between 1976 and 1983. They found that a new 
long-stay population was not accumulating and con- 
cluded that there was no basis for the concern that 
these patients would slow the attrition of long-term 
patients. Craig et al. (11), in contrast, followed for 1 
year a cohort of patients admitted in 1975 and 1976 to 
one state hospital in New York State and concluded 
that the population of new long-stay patients was 
growing and would probably continue to do so in the 
future. Craig et al. further implied that other places in 
the nation would probably experience similar phenom- 
ena, since in their study the accumulation occurred 
despite the existence of a richly endowed community 
mental health system. Among the limitations of their 
study was the inclusion of only one state hospital, rais- 
ing the question of whether this hospital was repre- 
sentative of the rest of the New York State public hos- 
pitals. Moreover, the patient cohort was followed for 
only 1 year after admission, which severely limited the 
scope of the study and the basis for the authors’ pre- 
dictions. Kastrup (12) successfully avoided these limi- 
tations in a nationwide study of Danish inpatients ad- 
mitted to psychiatric hospitals over a 10-year period 
beginning in 1970. Although he too found an accumu- 
lation of long-stay patients, he suggested that this may 
have been partially due to the lack of alternative com- 
munity settings, not simply the psychopathology of the 
patients. 

Taube et al. (13) studied the lengths of stay of pa- 
tients who resided in a national sample of state hospi- 
tals in 1979 and found a relatively large group of new 
long-stay patients in 1979, but he stated that predict- 
ing whether this population would grow or not was 
risky, since it depended on so many factors that could 
not be determined without longitudinal data. One of 
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TABLE 1. Yearly Census and Discharge of Patients in Massachusetts State Psychiatric Hospitals During 1979—1989, by Length of Stay 


Census at Beginning of Year, by Length of Stay 


Discharges and Deaths During Yea-, by Length of Stay 


Percent of Census for 


Number Percent of Total Number Length-of-Stay Group 

~ Fiscal <1 1-5 >5 <1 1—5 >§ <1 1-5 >5 <1 1-5 >5 
Year Year Years Years Total Year Years Years Year Years Years Year Years Years 
1979 1,167 747 998 2,912 40.1 25.7 34.3 884 248 241 75.7 33.2 24.1 
1980 1,113 714 825 2,652 42.0 26.9 31.1 888 268 194 75.8 37.5 23.5 
1981 986 611 691 2,288 43.1 26.7 30.2 794 231 196 80. 37.8 28.4 
1982 1,026 486 581 2,093 49.0 23.2 27.8 790 180 143 77.0 37.0 24.6 
1983 986 484 496 1,966 590.2 24.6 25.2 714 126 115 72.4 26.0 23.2 
1984 1,051 585 426 2,062 51.0 28.4 20.7 822 162 95 78.2 27.7 22.5 
1985 1,100 608 374 2,082 52.8 29.2 18.0 838 180 73 76.2 29.6 19.5 
1936 1,109 636 355 2,100 52.8 30.3 16.9 869 233 81 73.4 36.6 22.8 
1937 1,348 557 360 2,265 59.5 24.6 15.9 951 136 54 79.5 24.4 15.0 
1988 1,034 743 381 2,158 47.9 34.4 17.7 757 194 35 732 26.1 9.2 

1989 974 767 405 2,146 45.4 38.7 18.9 — — — — — — 


these factors was found by Hogg and Brooks (14) to be 
a degree of arbitrariness in staff planning for disposi- 
tion. For example, Hogg and Brooks could not find 
any clinical, demographic, or social variables that dis- 
tinguished new long-stay schizophrenic patients in 
three Scottish inpatient facilities from new long-stay 
schizophrenic patients in day hospitals. McCreadie et 
al. (15), in a cross-sectional study of new long-stay 
patients in Scotland in 1982, demonstrated a wide 
variation in the accumulation of new long-stay pa- 
tients among hospitals and suggested on the basis of 
their data that staff attitudes toward discharge may 
have been partially responsible for this variation. 
Several problems prevent precise comparisons 
among the previous studies. First, the definition of 
short- and long-stay patients varies among reports. A 
short-stay patient in one study is defined as a long-stay 
patient in another. Second, the index years used in the 
studies to distinguish between new and old long-stay 
patients are not identical. Third, the period over which 
a given admission cohort is followed, which forms the 
basis for the authors’ conclusions, differs from study to 
study and in at least one case is as short as 1 year. 
Most of the foregoing studies were conducted before 
1982. On the basis of their findings, conflicting pre- 
dictions were made about the extent to which new 
long-stay patients would accumulate in public hospi- 
tals in the future and replace the declining numbers of 
old long-stay patients. To our knowledge, since the 
publication of these early studies there has not been a 
systematic examination of the validity of these predic- 
tions. This is surprising because the net balance of 
long-stay patients profoundly affects assessment of the 
success of deinstitutionalization with even the most 
narrow criteria. Moreover, this phenomenon has im- 
portant policy and planning implications for the roles, 
functions, organization, staffing, and funding of both 
state hospitals and community programs in the future. 
In this report we examine the earlier predictions about 
the net accumulation of long-stay patients by inves- 
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tigating this phenomenon in the public hospitals of 
Massachusetts. 


METHOD 


We examined the lengths of stay of patients residing 
in all eight Massachusetts state psychiatric hospitals 
during the 10-year period from the beginning of fiscal 
year 1979 to the beginning of fiscal year 1989; our 
data were obtained from the Massachusetts Depart- 
ment of Mental Health. Lengtks oZ stay were grouped 
into three categories: short (up to 1 year), moderately 
long (between 1 and 5 years), and very long (more than 
5 years). Thus, for the purpcse of this study patients 
were defined as long-stay if their hospital tenure was at 
least 1 year and as short-stay if their hospital tenure 
was under 1 year. Patients were defined as new if they 
were admitted after the end of fiscal year 1978 and as 
old if they were admitted on or bezore this date. A new 
long-stay patient was therefcre anyone admitted after 
the end of fiscal year 1978 who remained tor at least 1 
year. An old long-stay patient was anyone who had 
been admitted before the end of fiscal year 1978 and 
remained for at least 1 year. We examined data on 
annual admissions and discharges (which were defined 
consistently for this period and did not include visit 
status but, for the purposes of this paper, did include 
deaths) broken down ty length of stay. For certain 
analyses, the data were aggregated into two periods: 
the beginning of 1979 through tze beginning of 1984 
and the beginning of 1984 through the beginning of 
1989. 


RESULTS 
Changes in Census of Lengtb-oj-Stay Groups 


Between 1979 and 1989, the total state hospital cen- 
sus decreased from 2,912 tc 2,146. When the contin- 
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NEW LONG-STAY PATIENTS 


TABLE 2. Yearly Census and Percent Change During 1979-1989 for Patients Hospitalized in Massachusetts State Hospitals for More 


Than 5 Years 


Census at Beginning of Year, by Length of Stay 


§~10 Years 10-20 Years 
Fiscal — $$$ $$ 
Year Total Change Total 
1979 267 — 266 
1980 238 —29 215 —51 
1981 215 —23 173 —42 
1982 218 +3 143 —30 
1983 212 —6 115 —28 
1984 185 —27 103 -12 
1985 178 -7 94 
1986 188 +10 85 
1987 195 +7 97 +12 
1988 222 +27 100 
1989 239 +17 108 


Change 


Over 20 Years Over 5 years 
Total Change Total Change 
465: — 998 — 
372. =93 825 —173 
303 ~69 691 —134 
220° —§3 581 —110 
169 =l 496 —85 
138 ` =31 426 —70 
102 —36 374 =52 
82 +20 355 =19 
68 —14 360 +5 
59 =9 381 +21 
58 —1 405 +24 


TABLE 3. Change in Census of Massachusetts State Psychiatric Hospitals During 1979-1984 and 1984—1989, by Length of Stay 


Stay=<1 Year 


Fiscal Year N % N 
Census at beginning 
of year 
1979 1,167 40.1 747 
1984 1.051 51.0 585 
1989 974 45.4 767 
Change 
1979-1984 —116 =9.9 —162 
1984-1989 =77 —7.3 +182 


uous data were examined (table 1), it became clear that 
the decrease in census occurred entirely within the first 
5-year period. After this, the census gradually, al- 
though inconsistently, increased. This increase was due 
primarily to changes within the long-stay hospital 
population. 

Specifically, the increase in total hospital census be- 
tween 1984 and 1989 was due to a reversal of the 
initial decline in the number of patients with moder- 
ately long stays in combination with the leveling off of 
what had been a sharp decline in the number of pa- 
tients with very long stays. Detailed examination of 
this latter category (table 2) revealed the importance of 
the subgroup of patients who had resided in the hos- 
pitals for more than 20 years. The decline in this sub- 
group during 1979-1984 had the greatest impact on 
the total hospital census. If this subgroup had contin- 
ued to decline to the same degree during 1984-1989, 
even the increase in the number of patients with mod- 
erately long stays would not have been sufficient to 
change the direction of the total census. 

Table 3 summarizes the changes that took place in 
the census of the state psychiatric hospitals within the 
two periods, 1979-1984 and 1984—1989. The number 
of short-stay patients declined minimally during both 
periods, the number of patients with moderately long 
stays decreased substantially and then rose to beyond 
its original level, and the number of patients with very 
long stays showed the greatest decrease of any cate- 


Stay=1—5 Years 


Stay=>S5 Years Total 
% N % N % 
25.7 998 34.3 2,912 100.0 
28.4 426 20.7 2062 100.0 
35.7 405 18.9 2,146 100.0 
I y ss- 573 -850 -29.2 
+31.1 24 -4.9 +84 +44 


gory, almost all of which occurred in the first 5-year 
period, after which the number remained relatively sta- 
ble. The total long-stay population in consequence de- 
creased markedly ‘in the first period (by 42%, from 
1,745 to 1,011) and then grew moderately during the 
second (by 16%, to 1,172), though to far below its 
initial 1979 level. 

What factors led to the reversal of the census trend 
in the moderately-long-stay category between the two 
periods? Table 4 demonstrates that this reversal re- 
sulted from the combination of an increase of 197 
(from 1,208 to 1,405) in the number of entrants into 
this length-of-stay category and a decrease of 148 
(from 1,053 to 905) in the number of discharges from 
it between the two periods. In contrast, the numbers of 
patients who moved from this category into the very- 
long-stay category during the two periods were virtu- 
ally the same. 

The increase in the number of entrants into the mod- 
erately-long-stay category between the first and second 
periods was due to an increase of 2,145 in the total 
number of admissions to the hospitals (which grew in 
aggregate from 30,867 to 33,012) and an increase in 
the percentage of admitted patients whose hospitaliza- 
tions continued into the second year (from 3.9% to 
4.3%) (table 4). Although these two factors contrib- 
uted almost equally. to the growth in the number of 
entrants into the moderately-long-stay category, there 
was a major difference in their time courses. Whereas 


- tm E woe a č a — a a re -m m 


CKIN, PEARSALL, AND ATHEARN 


TABLE 4. Changes in Census During 1979-1989 for Patients Hospitalized in Massachusetts State Psychiatric Hospitals for 1—5 Years 


Patients Hospitalized 1-5 Years 


Removed From 1—5-Year Group 


Were Discharged Entered >5-Year 
Entered 1—5-Year or Died Group 
Total bead E ee % of % of 

Admissions Change % of Census at Admissions 

in Prior From Prior Year Beginning in Year of 

Fiscal Year Year N Prior Year N Admissions N of Year N Admission 

1979-1983 
1979 5,980 747 — 283 4,1 248 33.2 68 1.1 
1980 5,758 714 —33 225 3.3 268 375 60 0.9 
1981 5,610 611 —103 122 3.4 231 37.8 86 1.2 
1982 5,512 ` 486 RTS 236 4.3 180 370 58 G9 
1983 6,007 484 —2 272 4.5 126 26.0 45 6.6 
Total 30,867 — — 1,208 3.9 1,053 34.6 317 0.9 
1984—1988 

1984 6,398 $85 +101 229 3.6 162 27.7 44 0.7 
1985 6,771 608 +23 262 3.9 180 29.6 54 1.0 
1986 6,360 636 +28 240 3.8 233 36.6 86 1.6 
1987 6,929 557 —79 397 5.7 136 24.4 Z3 1:3 
1988 6,554 743 +186 277 4.2 194 26.1 59 0.9 
Total 33,012 — -= 1,405 4.3 905 28.9 318 5 
1989 — 767 +24 — ~~ — — — — 


TABLE 5. Change in Census During 1979—1984 and 1984-1989 for Patients Hospitalized in Massachusetts State Psychiatric Hospitals 
for 1 or More Years, by Date of Admission 


Patients Hospitalized 1 or More Years 


Admitted Before End 


of 1978 

Fiscal Year N %o 
Census at beginning 

of year 

1979 1,745 100.0 

1984 426 42.1 

1989 166 14.2 
Change 

1979-1984 1319 75.0 

1984-1989 —260 ~61.0 


the increase in hospital admissions occurred fairly con- 
sistently during the second period, the major increase 
in the retention rate occurred during only one year, 
1987. Curiously, the increased number of admis- 
sions did not result in an accumulation of short-stay 
patients. 


The New Long-Stay Patient 


Another perspective on changes in length of stay 
among the state hospital population is gained by di- 
viding the long-stay patients into new and old on the 
basis of their dates of admission and comparing 
changes in the populations of the resulting two sub- 
groups (table 5). Such a comparison demonstrates that 
in the first period the decrease in the old long-stay 
patients so far exceeded the increase in new long-stay 
patients that the total long-stay population dropped 
markedly. In the second period, the decline in the old 
long-stay patients slowed dramatically owing to the 
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Admitted After End 


of 1978 Total 
N % N % 
0 0.0 1,745 100.0 
585 57.9 1,011 100.0 
1,006 85.8 172 100.0 
+585 — —734 —42.1 
+421 +72.0 +161 +15.9 


small number of these patients whc remained in the 
hospital at the beginning of this period. In contrast, 
new long-stay patients continued to accumulate. The 
result was a net increase in the number of long-stay 
patients during the second period, leading to an overall 
second period growth in the total long-stay population 
and in the total hospital census, al-hough far below 
their 1979 levels. As these figures indicate, the sharp 
slowing in the decline in the number of old long-stay 
patients was even more important in the dynamics of 
the hospital census than the increase in new long-stay 
patients. The result was that some long-term beds that 
had been closed as the old population had left the 
hospital during the first period had to be reopened to 
accommodate the new population in the second. We 
are presently attempting to analyze zhe demographic 
and clinical characteristics of old end new long-stay 
patients to determine whether these two subgroups of 
patients differ from one another and in what respects. 
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DISCUSSION 


In the early part of the 1980s, contradictory predic- 
tions were made regarding the accumulation of long- 
stay patients and the effect this would have on the 
overall state hospital census. It is clear that in Massa- 
chusetts the total number of patients with moderately 
and very long stays declined markedly between 1979 
and 1989. This drop in turn decreased the total hos- 
pital census during this zime. Ten-year summary data 
mask the fact that after reaching a nadir in 1987 the 
number of long-stay patients began to increase again. 
This appears to be a combined result of the decline in 
the number of old long-stay patients discharged and 
the continued growth in the number of new long-stay 
patients. 

Some authors have postulated that the state hospital 
will gradually assume a greater role in providing in- 
definite asylum for patients with very long stays (>5 
years), who are probably not going to improve with 
the currently available therapies and have nowhere else 
to go. Our data do not support this prediction. When 
one examines the census of the patients with very long 
stays as a proportion of the total Massachusetts state 
hospital census, it becomes clear that the role of the 
state hospital in the care of these patients shrank rap- 
idly during the first period and has remained relatively 
small since then, in both absolute and relative terms. 
The number of such patients (and their percentage of 
the total hospital census) was 998 (34%) in 1979, 426 
(21%) in 1984, and 405 (19%) in 1989. Whether this 
trend will continue will in part depend on whether the 
new long-stay patients (who have been responsible for 
the recent increase in the moderately-long-stay cate- 
gory) remain hospitalized long enough to become very- 
long-stay patients in larger numbers than are offset by 
placement of these patients into alternative long-term 
facilities, such as nursing homes and community resi- 
dential settings. Table 2 suggests that this accumula- 
tion is beginning to occur already. What we can be 
certain of is that unless there is some change in the 
factors that led to the net accumulation of new long- 
stay patients in the past 5 years, the hospital census is 
likely to increase. This is because the offsetting effect of 
the decline in the number of old long-stay patients will 
inevitably continue to diminish. Even if a large per- 
centage of old long-stay patients leave the hospitals in 
the future, their absolute number is now so low that 
their influence on the total census would be minimal. 

It has been predicted that despite the growth of com- 
munity hospital psychiatric units, the state hospital 
will continue to provide acute care for very disturbed 
patients. Our data support this prediction. The per- 
centage of patients in the short-stay category increased 
between 1979 and 1989 from 40% to 45% of the total 
hospital population,.althcugh in absolute terms the 
number of such patients decreased by 193. 

To understand why on balance the long-stay popu- 
lation began growing since 1987 we have to examine 
the factors that have increased the hospital admission 
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rate and decreased the number of discharges of long- 
stay patients. There may be an increase in the com- 
plexity and degree of disturbance of patients seeking 
admission, a relaxation in the criteria for admission, 
and/or a greater hesitancy of hospital staf to discharge 
patients who have previously proven unsuccessful at 
living in the community. These factors in turn may 
have been influenced and compounded by the decrease 
of federal support for low-cost housing, community 
mental health, and social services in the past 8 years 
and by the “gentrification” of the urban housing in 
many cities. There may also have been a saturation of 
existing residential settings for the mentally ill in the 
community. Every assessment of the state hospital 
population undertaken in Massachusetts in the last 
decade has demonstrated that despite the existence of 
over 3,000 beds in staffed community residences, the 
continued insufficiency of such beds remains the big- 
gest major barrier to the discharge of long-stay pa- 
tients. At the last count, in May 1989, 359 state hos- 
pital patients were awaiting placement in then still 
unavailable community residential settings (Hospital 
Scorecard, Massachusetts Department of Mental 
Health, 1989). 

Finally, the large pool of very-long-stay patients that 
existed in the past and whose discharge was the major 
cause of the census decline between 1979 and 1984 
was depleted by the mid-1980s and thus was dimin- 
ished as a source of further census decreases. The pa- 
tients with very: long stays were by and large older and 
may have had more manageable symptoms than the 
moderately-long-stay patients; they were thus initially 
more easily placed in nursing homes and other residen- 
tial settings. By the second period, the older patients 
who were left behind in the hospitals may have been 
more difficult to place because their symptoms were 
more severe and fewer nursing home beds were avail- 
able. The decreased availability of nursing home beds 
was due to the growing competition for such beds as 
the general population ages and to changes in federal 
legislation that have restricted the admission of men- 
tally ill patients. to nursing homes. 


Implications for Public Policy 


What are the public policy implications of this very 
recent, although modest, increase in long-stay patients 
in state mental hospitals if this trend continues? It is 
tempting to conclude that states should build addi- 
tional hospitals or refurbish existing ones to deal with 
this increase. Certain states have in fact done this in a 
reflex manner without regard for the clinical needs of 
the population, arguing that if the census is growing, 
more state hospital beds are needed. However, our 
data do not necessarily point to this conclusion. It 
would be equally reasonable for states to further de- 
velop community residences and other community 
services. In fact, if the Massachusetts data on state 
hospital patients awaiting placement are repre- 
sentative, a larger investment in community residential 
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settings seems more sensible. The choice is between 
accommodating the higher hospital census or altering 
it, and the states’ decisions will have a crucial and 
long-term impact on the fate of thousands of chroni- 
cally mentally ill patients. If scarce public resources are 
used to increase the number of hospital beds for long- 
term patients without regard to the needs of many of 
these patients for other kinds of clinical services and 
settings, the resources necessary to develop the latter 
will not be available. In this period of limited re- 
sources, one option is likely to foreclose the other. 

It is important as a next step to determine whether 
our findings are representative of the experience in 
other parts of the country. If so, we must carefully 
assess the biopsychosocial needs of this growing long- 
stay population so that psychiatrists and policy makers 
can respond on the basis of clinical need rather than 
dogma or political expediency. 
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An Empirical Literature Review 
of Definitions of Severe and Persistent Mental Illness 


Arie P. Schinnar, Ph.D., Aileen B. Rothbard, Sc.D., Rebekah Kanter, M.S., 
and Yoon Soo Jung, M.A. | 


Seventeen definitions of the severely and persistently 
mentally ill have appeared in the literature over the 
past decade. These definitions have been used by 13 
authors to formulate service programs and to estimate 
the prevalence of serious rental illness in the popula- 
tion. To test the applicability of these definitions, the 
authors operationalized each definition and applied it 
to a representative sample of 222 patients receiving 
services in one of Philadeiphia’s inner-city neighbor- 
hoods. The analysis showed estimates of prevalence of 
serious mental illness ranging from 4% to 88% of the 
treated population, depending on the definition ap- 
plied. The NIMH (1987) definition was representative 
of the middle-range estimates of 45% to 55% arrived 
at by eight authors. 

(Am J Psychiatry 1990; 147:1602—1608) 


here is a rich history of definitions of the severely 

and persistently mentally ill that spans the past 
two decades. Early definitions were based primarily on 
prior of current care in staze institutions, since most 
seriously ill patients were residents of state mental hos- 
pitals. The advent of deinstitutionalization and the 
emergence of a treatment pkilosophy entailing service 
provision in the community created a need to redefine 
this population. The late 1970s began a period of pro- 
liferation of definitions of the seriously mentally ill 
among clinicians, policy makers, and researchers (1, 
2). Focus shifted away from inpatient care as the crit- 
ical element for defining the seriously mentally ill to 
criteria such as psychiatric diagnosis, functional dis- 
ability, and illness duration (3). Conceptually, the def- 
inition of seriously mentally i'l individuals as “persons 
who have severe and persistent disabilities that result 


primarily from mental illness” is well accepted (4).. 


However, it is in specifying the relevant diagnostic cat- 
egories, the nature and degree of disability, the length 
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of illness, and the relative importance of each that dif- 
ferences arise, 

In 1987, a workgroup sponsored by the National 
Institute of Mental Health (NIMH), which convened 
to formulate a consensus definition of the severe and 
persistent mentally ill (1), suggested that a “tower of 
Babel” still exists among persons who speak of serious 
mental illness. Selecting criteria that can be used to 
identify persons with severe and persistent mental ill- 
ness in the population is difficult given the episodic 
nature of mental illness, fluctuations in the severity and 
duration of mental disability over time, and the vari- 
ability in service-utilization patterns across providers 
and states. National mental health policy initiatives 
such as the NIMH Community Support Program (5) 
and the Robert Wood Johnson Foundation program 
on chronic mental illness (6) contributed to a prolifer- 
ation of definitions of the seriously mentally ill as each 
community program sought to meet its own needs. These 
initiatives also provided an impetus to standardize def- 
initions for the purpose of program evaluation. 

This paper reports on a review of 17 definitions of 
the severe and persistent mentally ill that have ap- 
peared in the literature over the past decade. Each of 
the definitions was operationalized and applied to a 
representative sample of patients receiving services in 
one of Philadelphia’s inner-city neighborhoods. De- 
pending on the specific definition applied, we found 
great variance in prevalence estimates of serious men- 
tal illness in this treated population residing in the 
community. These findings have implications for pol- 
icy makers and service system planners who are in- 
volved in targeting.resources to enhance the appropri- 
ateness and quality of care provided to this:population. 


METHOD 


From the large number of definitions of the seriously 
mentally ill in the literature, 17 (representing 13 au- 
thors) were selected for inclusion in this study. This 
selection was based on the following criteria: the def- 
inition pertained to the period after deinstitutionaliza- 
tion, it was developed in the context of mental health 
care in the United States, and it was specific enough to 
be readily operationalized. 
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Whereas two documents represent government def- 
initicns (5, 7), most articles present the views of au- 
thors who are academic researchers. The articles con- 
taining the definitions were written for different 
reasans. Six estimated the prevalence of chronic men- 
tal illness in the population (8—13), while the remain- 
ing five focused on service policy (14-18). Numerous 
other authors reference the NIMH 1977 definition (5) 
(NIMH 1) in their studies (19—24). Their definitions 
are subsumed under the NIMH 1977 definition (5), 
although minor departures may have been suggested 
by these authors. 

The columns of table 1 contain a complete listing of 
the definitions operationalized in this study. Two au- 
thors had multiple definitions. The rows of the table 
contain a listing of the detailed criteria used by each 
author, organized into three major categories: diagno- 
sis, disability, and duration. Thus, for example, the 
NIMH 1987 definition (7) (NIMH 2) requires that an 
individual meet criteria in all three categories in order 
to be considered as having a serious mental illness. 

Minkoff’s characterization of chronic mental illness 
(15), although more than a decade old, clearly de- 
scribes the conceptual underpinnings of the contempo- 
rary definition of serious mental illness. He describes 
three distinct groups: the chronically mentally ill, the 
chronically mentally disabled, and the chronic mental 
patient. The chronically mentally ill are defined by di- 
agnosis even though the symptoms of illness are not 
always present. The chronically mentally disabled are 
characterized by “partial or total impairment of instru- 
mental role performance (usually vocational or home- 
making). In addition to performance, the extent of dis- 
ability is related to the degree of social inadequacy, 
symptomatic impairment and the need for external 
support or treatment.” The chronic mental patients are 
a subgroup characterized by institutionalization, with 
“chronicity in this group associated with the duration 
and continuity of hospitalization and sometimes with 
the number of hospitalizations.” The current view of 
the seriously mentally ill most closely resembles Mink- 
off’s description of the chronically mentally disabled. 

There is general agreement among the 13 authors 
that diagnosis, disability, and duration criteria in some 
form are necessary to define serious mental illness. The 
differences relate tc the exact specification and relative 
importance of each criterion. There is considerable 
agreement about the categories that should be included 
within disability and diagnosis. However, it is evident 
from the diverse criteria used to define duration or 
service utilization that the criterion chosen by each 
author often depended on the data the particular au- 
thor had access to rather than on the services that the 
author considered relevant. 

Diagnosis forms the basis for defining the popula- 
tion at risk. In nine of the 17 definitions the authors 
chose to delineate those disorders which may be asso- 
ciated with serious mental illness, thereby excluding 
the others. In all nine cases the authors agree on nonor- 
ganic psychoses such as schizophrenia and major af- 
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fective disorders. Five of the nine authors suggested 
that organic psychosis, alcohol and drug dependence, 
and mental retardation should also be included. One 
author included neuroses and other nonorganic disor- 
ders in addition to nonorganic psychoses. In the re- 
maining eight definitions, no explicit reference to di- 
agnosis by the author was interpreted to mean that any 
mental disorder may result in serious illness. 

Disability was identified as a criterion of serious 
mental illness in 13 of the 17 definitions. Most authors 
agree on the set of relevant categories of dysfunction 
that should be considered and that more than one 
should be present. There is, however, considerable am- 
biguity about the appropriate combination of the var- 
ious categories and their relative importance. 

Due to the differences among authors regarding the 
proper measure of time or frequency of service utiliza- 
tion constituting chronicity, duration or illness is the 
most problematic of the three criteria. It was indicated 
as a necessary condition of chronicity in 15 of the 17 
definitions. While several authors looked at the overall 
length of time that the illness and/or -reatment per- 
sisted, others made the duration criterion contingent 
upon some minimal length of stay in a hospital, insti- 
tution, or residential or partial care setting or on some 
frequency of service utilization within a designated 
time period. 

Using the narrative descriptions of severe and per- 
sistent mental illness, we operationalized each criterion 
and coded it in a computer program containing the 
variables describing patient attributes and history of 
illness and care. In order to ensure an eccurate inter- 
pretation, the definitions were operationalized inde- 
pendently by each of the authors of this paper. Differ- 
ences in interpretation were discussed, and in a 
number of cases the authors of the cefinitions were 
contacted for clarification. The NIMH 1987 de‘nition 
(7) will be used to illustrate how the definitions were 
operationalized. 

In the NIMH 1987 definition (7), diagnosis was de- 
scribed as a nonorganic psychosis or personality dis- 
order (ICD-9, pp. 299 and 301). Disabilities that met 
the conditions of the definition were found in at least 
three of the following five categories of dysfunction: 
social behavior demanding intervent.cn by mental 
health system or courts, mild impairment in activities 
of daily living and basic needs, moderate impairment 
in social functioning, moderate impairment in perfor- 
mance at work, and moderate impairment in nonwork 
activities. The duration criteria described the seriously 
mentally ill as having a history of previous hospital- 
izations or outpatient treatment accompanying an ill- 
ness and disability over a long period cf time. In ad- 
dition, persons in the pepulation of concern generally 
require long-term treatment, rehabilitation, or support 
services. In operationalizing this criterior, we used var- 
iables that identified people who had € 2-year history 
of mental illness or were in treatment tor 2 years or 
more. A complete description of the operationalization 
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TABLE 1. Definitions of Severe and Persistent Mental Iliness® 


NIMH 1 


1977 
Criteria 


Diagnosis (ICD-9) 
Nonorganic psychoses and personality disorders XXXX 
Organic psychoses 
Alcohol and drug dependence 
Mental retardation 
Neurosis and other nonorganic categories 
Disability 
SSI/SSDI 


Social behavior demanding intervention by men- 
tal health system or courts 


Limited ability to obtain needed assistance ORO 
Impaired activities of daily living and basic needs OR3 
Impaired social functioning OR3 


Limited and impaired performance in employ- 
ment OR3 


Limited and impaired perfarmance in nonwork 
(e.g., leisure, homemaking) OR3 


Reliance on psychosocial, drug, or other supports 
Vulnerability to stress 
Disability that prevents self-sufficiency and causes 
dependency 
Duration 
Prolonged illness and long-term treatment 
Illness of at least 3 months 
Illness or treatment of at least 12 months 
Hospitalization 
3 months or less 
3—12 months (in 1 year) 
6 months or more (1 episode in past 5 years) OR 
12 months or more (in past 5 years) 
Institutionalization (current or prior) 
2 or more hospitalizations (within 1 year) OR 
Residential/nursing/home placement 
2 or more admissions 
Partial care 
2 or more admissions 
Outpatient 


No treatment at present (despite prior hospital- 
ization) 


(5, 19—24) 


NIMH 2 l 
1987 Krute Minkoff (15) Test 
(7) et al. (12) i 2 3 et al. (16) 
XXXX 'OR OR OR OR OR 
'OR OR OR OR OR 
‘OR OR OR OR OR 
OR OR OR OR OR 
OR OR 
OR3 
ORO | 
OR3 OR2 OR3 
OR3 ) OR3 OR3 OR3 
OR3 OR2 OR3 OR3 OR3 
OR3 OR2 OR3 OR3 OR3 
OR3 OR3 OR3 
ORO . ORO 
ORO ORO ORO 
XXXX | XXXKX 
XXXX 
| XXXX 


4X XXX=required criterion; OR=requires only one of the designated criteria; XXX=requires only schizophrenia; OR3=requires only three 
of the designated criteria; OR2=requires only two of the designated criteria; ORO=criterion given in definition, could not be operationalized. 


of all the author definitions is found in a Wharton 
Policy Modeling Workshop working paper (25). 


Study Population 
A stratified sample of 222 adult patients who were 


admitted to an inner-city community mental health 
center (CMHC) in the city of Philadelphia between 


January 1981: and December 1984 and used mental 
health services between July 1984 and June 1986 was 
selected for this analysis. This sample is representative 
of an inner-city catchment area population that con- 
sisted of a large number of Medicaid recipients (60%) 
and a high percent of Medicaid clients who are recip- 
ients of Supplemental Security Income benefits (41%). 
The 222 study subjects in this catchment area were 
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TABLE 1. (continued) 


Szymanski et al. (13) 
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Turner Peele Strauss Goldman Ashbaugh Ashbauzh Hargreaves 
et al. (17) et al. (18) (14) et al. (9) l 2 3 et al. (10) et al. (12. et al. (8) 
OR OR OR OR OR OR XXX OR, OR OR 

GR OR OR OR OR . OR. OR 
OR OR OR OR OR OF. OR 
GR OR OR OR OR OF. OR 
OR OR OR OR OR OF. OR 
OR OR 
OR2 OR2 
ORO OR2 
OR OR3 OR2 
OR XXXX OR3 OR2 
XXXX OR3 OR OR2 
OR3 OR OR2 
OR2 
CRO 
ORO ORO ORO 
XXX AXXX XAXXX XXXX 
XXXX XXXX 
XXXX OR OR 
OR 
OR 
OR 
OR OR 
XXXX OR 
OR OR OR2 OR 
ORC 
OR OR OR2 OR 
OR 
OR OR 
OR 


predominantly black (89%, N=198), unmarried (60%, 
N=133), and between the ages of 21 and 39 (62%, 
N=138); 36% (N=80) had a diagnosis of schizophre- 
nia or affective disorder. This high-risk population was 
selected because it was likely to have a large percentage 
of individuals who exhibited characteristics associated 
with severe mental illness. 

A comprehensive psychiatric service history was 
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constructed for each of the patien-s by integrating 
seven databases containing information from the state 
hospital, general hospitals, county forensic unit, catch- 
ment area emergency room, and all outpatient and 
partial care contacts with communit; providers over a 
2-year period. The integration of serice data was nec- 
essary because of the fragmented namre of the service 
system in the community and the limited number of 
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variables found in each database. In addition, clinical 
information from the catchment area CMHC was ab- 
stracted from patient reccrds. These records contained 
detailed information on duration of illness, disability, 
employment history, diagnosis, symptoms, mental 
health status, and a variety of demographic and social 
variables (26). The definitions of severe and persistent 
mental illness cited in table 1 were applied to this sam- 
ple, and prevalence estimates were developed for each 
of the 17 definitions. 


RESULTS 


Prevalence estimates of severe and persistent mental 
illness in the Philadelphia inner-city treated population 
are given in figure 1. Two estimates are provided for 
each definition and are based on two different duration 
criteria. The first is determined by either the patient’s 
assessment of whether the illness exceeded 2 years or 
by a documented service history of 2 years or more. 
The second is based solely on the service history vari- 
able. We regard the first criterion as more appropriate 
but offer the latter as a sensitivity analysis to highlight 
the effect of different measures of duration on esti- 
mates of prevalence of serious mental illness in a 
treated population. 

The variance in estimates based on the first criterion 
is considerable, ranging from a high of 79%~—88% to a 
low of 4%—13%. The middle range falls between one- 
third and two-thirds (36%-—71%). The NIMH 1987 
definition (7) yields a 50% prevalence estimate, which 
we consider representative of the middle-range group. 

High estimates of prevalence (79% to 88%) are due 
to the generality and all-inclusive nature of the defini- 
tions of Minkoff 1 (15) and Ashbaugh et al. (10) when 
applied to the West Philadelphia treated population. 
The Minkoff 1 definition (15) is based on diagnosis 
alone, while for the Ashbaugh et al. definition (10), 
minimal conditions for disability and duration are met 
by most of the patients in the sample. 

Low prevalence estimates (4% to 40%) result when 
more stringent criteria are applied regarding repeated 
hospitalization (NIMH 1 [5] and Szymanski et al. 2 
(13]), institutionalization (Minkoff 3 [15]), schizo- 
phrenia (Szymanski et al. 3 [13]), and patients whose 
disability reflects both social and work-related impair- 
ment (Strauss [14]). 

Prevalence estimates of serious mental illness in the 
treated population drop by some 10% to 15% when 
only the treatment period (2 or more years) is used as 
a measure of illness durat-on (figure 1). For example, 
prevalence estimates basec on the NIMH 1987 defini- 
tion (7) drop from 50% to 38%, on Test and Stein (16) 
from 51% to 41%, and on Goldman et al. (9) from 
45% to 34%. However, prevalence estimates based on 
Hargreaves et al. (8) remain at 49% and on Ashbaugh 
et al. (10, 11) at 46%, since their definitions do not 
depend on duration of service but rather on type and 
frequency of service utilization. 
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FIGURE 1. Estimates of Prevalence of Severe and Persistent Mental 
Hiness in a West Philadelphia Sample (N=222) 
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The failure to use certain disability criteria in the 
analysis (i.e. , vulnerability to stress and lack of self- 
sufficiency and independence) was due to the difficulty 
in interpreting and specifying them operationally. We 
do not believe that this had an impact on the results, 
since most of the information is captured by other cri- 
teria (i.e., impaired social functioning, employment, 
and activities of daily living were used to reflect vul- 
nerability and lack of independence). 

In order to study the consistency of the definitions 
identifying the seriously mentally ill, we selected the 
NIMH definition (7) as a reference against which all 
other definitions are compared. This is based on the 
assumption that the NIMH definition reflects a na- 
tional perspective on severe and persistent mental ill- 
ness. The comparison statistics for each definition (au- 
thor), as shown in table 2, is the percent agreement 
with the NIMH 1987 definition (7 (7) on 1) severely and 
persistently menitally ill patients and 2) nonsevere and 
persistent mentally ill patients. For example, 74% of 
the patients who were seriously mentally ill according 
to the NIMH 1987 definition (7) were selected by Har- 
greaves et al. (8), and 77% of the nonseriously ill pa- 
tients were similarly defined by Hargreaves et al. (8). 

As expected, definitions with high- or low-preva- 
lence estimates were lower in their percent of agree- 
ment with the NIMH 1987 definition (7). The high- 
prevalence group (Minkoff 1 [15] and Ashbaugh et al. 
[10]) identified all of the seriously mentally ill patients 
as per NIMH (7) but differed substantially from 
NIMH (7) on the nonseriously mentally ill patients. 
The low-prevalence group (Minkoff 3 [15], NIMH 1 
[5], and Szymanski et al. 2 [13]) easily identified most 
of the nonsevere;and persistent mentally ill patients but 
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TABLE 2. Agreement With NIMH of Author Definitions of Severe 
and Persistent Mental Illness Applied to a West Philadelphia 
Sample (N=222) 


Agreement With NIMH on 


Seriously Nonseriously 
Mentally Ill Mentally lil 

Author N Yo N % 
NIMH 1 (5) 38 17 220 99 
Krute et al. (12) 38 17 164 74 
Minkoff 1 (15) 222 100 9I 41 
Minkoff 2 (15) 200 90 178 80 
Minkoff 3 (15) 16 7 222 100 
Test et al. (16) 209 94 202 91 
Turner et al. (17) 222 100 144 65 
Peele et al. (18) 211 95 118 53 
Strauss (14) 160 72 204 92 
Goldman et al. (9) 182 82 204 92 
Szymanski et al. 1 (13) 135 61 149 67 
Szymanski et al. 2 (13) 42 19 206 93 
Szymanski et al. 3 (13) 113 51 175 79 
Ashbaugh et al. (10) 222 100 51 23 
Ashbaugh et al. (10, 11) 131 59 149 67 
Hargreaves et al. (8) 164 74 171 77 


greatly differed with NIMH on the severe and persist- 
ent mentally ill patients. The definitions of Test and 
Stein (16), Goldman et al. (9), Ashbaugh and Mander- 
scheid (11), and Minkoff (15) offer prevalence esti- 
mates that are most consistent with those of NIMH 
(Z: 
Finally, table 3 provides a sensitivity analysis of our 
operationalization of the NIMH 1987 definition (7). 
Fourteen possible definitions are provided, each repre- 
senting a different combination or number of elements 
within the three criteria. Each row in table 3 refers to 
a different variant of the NIMH definition. For exam- 
ple, the first row refers to a definition based only on 
diagnosis, the 8th row combines diagnosis and at least 
three of the disability categories listed in table 1, and 
the 12th row represents the implementation of the 
NIMH defnition as it appears in table 1. Diagnosis 
and duration alone (row 9) provide a prevalence esti- 
mate of 67%. In our sample of a treated population, 
these two criteria are sufficient indicators of some de- 
gree of disability or dysfunction. This may also be true 
for a more general population because of the high co- 
incidence and redundancy of the three criteria. A sub- 
stantial reduction in prevalence to 50% is realized only 
after three of the disability categories are added 
(NIMH [7]). 


CONCLUSIONS 


The analysis in this paper reveals a large variance in 
prevalence estimates of severe and persistent mental 
illness resulting from differences in definitions. We 
found many prevalence estimates sensitive to the way 
in which the definitions were operationalized, for ex- 
ample, whether duration is based on persistence of ill- 
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TABLE 3. Sensitivity Analysis of the NIMH 1987 Definition of Se- 
vere and Persistent Mental IlIness Applied to a ‘Nest Philadelphia 
Sample (N=222) 


Patients 
With Se- 
vere and 
Persistent 
Specification? Mental 
Definition Diag- Dis- Dur- Mes 
` Criteria nosis ability ation N %o 
Diagnosis alone Xx 167 ves 
Disability alone a =] — 206 93 
a =2 — 134 83 
— 23 — 153 69 
— =4 — 75 34 
ans =5 — 13 6 
Duration alone _ —_ x 193 87 
Diagnosis and dis- 
ability x >3 = 120 54 
Diagnosis and du- 
ration x _ x 149 67 
Combinations of 
diagnosis, dis- 
ability, duration x >] x 147 66 
x =2 = 133 60 
x =3 x 111 50 
x a4 = 62 28 
x =5 Z 11 5 


*An x or 2=Inclusive of a criterion in the detinition of severe and 
persistent mental illness; digit following ==minimum number of 
disability categories. 


ness or treatment period, whether disability is deter- 
mined by moderate or marked impairment. The 
differences in prevalence exist despite the consistency 
in the implementatior. procedure used across defini- 
tions and the common sample of treated population 
used for all estimates. We expect, therefore, that as 
definitions of the seriously mentally ill continue to vary 
across communities, so will the beneficiaries of pro- 
grams designed to serve this population. Urless con- 
sensus can be reached on a framework for defining 
serious mental illness, treatmenz will depend more on 
the community where one resides than on the severity 
of mental illness (25). 

On July 23—24, 1987, the NIMH Division of Biom- 
etry and Applied Science convened a workgroup to 
develop a consensus definition of the seriously men- 
tally ill for use by the clinical, policy, and research 
communities (1). Two brief papers by H.H. Goldman 
(unpublished paper, 1988) and Hargreaves (4), written 
pursuant to the meeting, outline the area of consensus 
achieved by the group as well as areas of possible dis- 
agreement. The papers report on conceptual clarity 
achieved in elucidating the dimensions of serious men- 
tal illness and on proposals to operationalize the def- 
inition using measures of disability cr dysfunction that 
are congruent with the Social Security Administra- 
tion’s approach to defining disability. There is general 
consensus that the duration criterion should reflect the 
persistence of disability and not the duration of illness 
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or treatment time. Hargreaves et al. (8) and Goldman 
et al. (9) also view prior service utilization, especially 
for schizophrenic patients, as a potential indicator of 
long-term disability that is worthy of further explora- 
tion. Bachrach (1) voices concern, however, that since 
the classification entails a forecast of the persistence of 
the patient’s disability over some future period, prior 
service utilization (especially hospitalization) is a poor 
indicator of chronicity now that most patients reside in 
the community. 

It is apparent from these reports that the “state of 
the art” definition of severe and persistent mental ill- 
ness is still evolving. Consensus on diagnosis and dis- 
ability seems to have coalesced, although departures 
from the consensus definition will and should occur 
within specific communities with special needs. The 
stumbling block seems to be duration of disability: is 
disability persistent or periodic? If persistent, how long 
a period before the illness becomes chronic? If peri- 
odic, how many recurrences of dysfunction constitute 
a chronic disability? There is also uncertainty as to 
whether chronicity should be defined with regard to 
duration of illness or disability or both and whether 
diagnosis, disability, and duration should be equally 
weighted or priority given to one criterion over an- 
other (1, 27, 28). 

The research literature to date offers few clues as to 
how these questions might be resolved, and it is doubt- 
ful that continuous monitoring of a patient’s diagnosis, 
level of dysfunction, and service outcomes is feasible in 
the community in the immediate future. Although 
many feel that patterns of service utilization are weak 
indicators of the level of dysfunction and chronicity, 
such data are readily available to most mental health 
systems, and research should be directed to establish 
whether patterns of prior and ongoing service utiliza- 
tion can serve as interim predictors of severe and per- 
sistent mental illness. 
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Brainstem Auditory Evoked Response 
and Subcortical Abnormalities in Autism 


Jacques Thivierge, M.D., Chantal Bédard, M.Psych., 
Robert Côté, Ph.D., and Michel Maziade, M.D. 


Previous studies of the neurobiology of autism that 
have used the brainstem auditory evoked response 
have given contradictory results. The authors of this 
study considered two supplementary aspects; they 
added an ipsilateral masking procedure, and they com- 
pared the results for every subject to the values (cor- 
rected for age and sex) of a large number of normal 
children. Twenty autistic (according to DSM-III-R cri- 
teria) and 13 mentally retarded (nonverbal IQ <75) 
subjects were assessed. Eighty percent of the autistic 
subjects had abnormal interpeak latencies, compared 
to 15% of the mentally retarded subjects. The I-V and 
II-V prolonged interpeak latency values were seen 
only in the autistic subjects. The ipsilateral masking 
procedure doubled the rate of detection of higher- 
brainstem abnormalities in the autistic children. 

(Am J Psychiatry 1990; 147:1609-1613) 


\ X Į e do not know the neurobiology of autism. The 

rationale for the use of brainstem auditory 
evoked response {BAER) as a probe in autism is that it 
provides a noninvasive technique for assessing what 
goes on in parts of the brainstem, a structure that 
shows evidence of impairment in some autistic persons 
(1—4). As Courchesne (5) put it, looking at the neural 
responses to specific pieces of information delivered to 
an autistic person can help us understand what the 
nervous system does to information in autism, and 
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within this context the auditory evoked potentials are 
a rapidly evolving and promising field of investigation 
(6). The use of BAER as a probe techrique in samples 
of autistic patients has produced contradictory results. 
The results of the first study to report srolonged inter- 
peak latencies (7) were amended and reported to be 
weaker, after a few months, by the =me group that 
had described them (8). Since then, many studies have 
shown such abnormalities (9-14), anc a few have not 
(15, 16). Rumsey et al. (17) suggested that abnormal 
interpeak latencies could be secondary to 1) identifi- 
able neurological diseases and auditor- sensory deficits 
in autistic children, 2) inadequately matched control 
groups, 3) a high level of artifacts in taz recordings, or 
4) poor reliability of the measure. 

Because of the importance of identatying the neuro- 
biological factors in autism, we decicEd to try to fur- 
ther clarify these issues, Our study di=ered from those 
already reported in several ways: we dded an unusual 
method of recording (ipsilateral noise:, and we used an 
extensive normative database for chi=ren (18). 


METHOD 


Our sample was recruited either xom the clinical 
population of the department of psycaiatry at the Hô- 
tel-Dieu du Sacré-Coeur de Jésus or trough the coop- 
eration of the parents of the Sociéte Québécoise de 
l’Autisme. The Hétel-Dieu du Sacré-Coeur is the child 
and adolescent mental health center of our area, pro- 
viding inpatient and cutpatient serv-zes to the catch- 
ment area of eastern Quebec. Each caild in this study 
was known and had been previously diagnosed 2y one 
of the 18 child psychiatrists in our Iccality. The diag- 
nostic criteria in use are those of DS M-IHI-R. 

The principal investigator (J.T.) met all the referred 
patients and their parents to form a =econd diagnostic 
opinion. In addition, a psychologist working on our 
team (C.B.) met all the parents to cor-plete a question- 
naire related to autism according te DSM-III-R and 
also the Vineland Adaptive Behavior scales (19) when- 
ever necessary. There was perfect agreement on the 
diagnoses of all the patients in the s=nple, except for 
one patient whose diagnosis of mental retardation ver- 
sus receptive dysphasia was disputed; this case was not 
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retained for the analysis. Special attention was given to 
the differential diagnosis between autism and receptive 
dysphasia (20, 21). Because three of four autistic chil- 
dren are mentally retarded (22), we included a com- 
parison group of children whose mental retardation 
was not associated with autism. Given the degree of 
mental retardation of most of our autistic subjects, it 
was not possible to test them on the WISC-R. Conse- 
quently, the Vineland Adaptive Behavior Scales (19) 
were used for measuring adaptive behavior, which is 
closely linked in both theory and practice to the con- 
cept of mental retardation (23). The mean+SD total 
scores on those scales for the autistic and mentally 
retarded groups were 51.5+23.3 and 64.0+15.5, re- 
spectively. The results we report here were observed in 
a sample of 20 autistic subjects (13 male and seven 
female; mean+SD age=10.6+5.1 years, range=5—26) 
and 13 mentally retarded children (nine male and four 
female; mean age=8.9+3.6 years, range=5—15). We 
retained only two exclusionary criteria: absence of 
wave components and presence of a known neurolog- 
ical disease that directly implicates the brainstem or 
auditory nerve. From all the available information, 
there were no striking ditferences between the autistic 
and mentally retarded groups with respect to the pres- 
ence of mental retardation, associated neurological 
disorders, and peripheral hearing deficits. 

The recordings were made in a soundproof Faraday 
cage. Eleven of the 33 subjects were sedated with 
chlorpromazine whenever necessary. It has been 
shown that BAER characteristics are not altered in per- 
sons receiving therapeutic or even toxic doses of major 
tranquilizers (24). The main recording and reference 
sites were Cz and the ipsilateral mastoid. We used un- 
filtered rarefaction clicks (100 sec) in both right and 
left monaural stimulation (TDH-39 earphones) at a 
rate of 11.1 clicks per second for 2,000 sweeps on the 
test and the retest. When possible, the auditory thresh- 
old of the child was determined and a 70-dB (SL) level 
was used; the threshold could be determined in four 
autistic and four mentally retarded children. (This low 
number was due to the lack of cooperation of these 
mentally retarded children.) In the other cases, the ap- 
paratus was set at 78 dB. which represents the mean 
setting on our equipment relative to a level of 70 dB 
(SL) in a group of 177 normal children. We used a 
simultaneous contralateral masking noise of 30 dB less 
than the intensity of the click in the ipsilateral ear. 

In addition to the regular recording procedure, we 
made recordings with an ipsilateral white noise of 30 
dB less than the intensity of the stimulating clicks. 
Squires and Hecox (25) showed the usefulness of re- 
cording with ipsilateral masking in a patient with ver- 
bal auditory decoding difficulty. In this particular pa- 
tient, the use of the ipsilateral masking procedure, 
which led to a disappearance of the middle and late 
auditory evokéd components, neurophysiologically 
mimicked, so to speak, the decoding difficulties she 
reported under conditions of background noise in her 
daily life. We thought that because young children are 
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TABLE 1. Percentage of Explained Variance Among Latency Val- 
ues (Spearman Correlation Coefficients of Left-Ear Values) in 


Brainstem Auditory Evoked Responses of 177 Normal! Children 


Wave 
Group Wavell Wavell Wavelll WavelV Wave V 
-MI 8° o. 12? 55° 137 10° 
I-V ane 4° 13° 26° 70° 
ItI~V 0 | 1 5° 87 44° 
„p<0.01. 
bp<0. 05. 


not as sophisticated as adults in reporting their symp- 
toms, many language-impaired children could present 
the same clinical and electrophysiological characteris- 
tics. Furthermore, we thought that if the ipsilateral 
masking method led to such large alterations in the 
later auditory: components, it could possibly show 
small detectable effects on early components (brain- 
stem) as well in our patients. For this reason, while 
working with language-impaired children, we had pre- 
viously done ipsilateral masking recordings of 124 
normal children to establish appropriate norms. 

Wave I of the BAER represents the action potential 
of the acoustic nerve; however, we do not have such 
precise knowledge about the generators of the subse- 
quent components, although we have fairly clear evi- 
dence that wave II originates from brainstem struc- 
tures lower than those for wave V (26-28). Moreover, 
in our previous, study of 177 normal children (29), our 
correlation studies clearly established (see table 1) that 
the variation for our three interpeak latency values 
came mainly from the variation of the most distal com- 
ponent (i.e., wave III for I-III], wave V for I-V, wave V 
for II-V). For this reason, in the present analysis, we 
considered waves III-V and I-V to belong to the same 
set, thus subdividing our interpeak latency abnormal- 
ities into low-brainstem (I-III) and high-brainstem 
(II-V and I-V) groups. The record of every child in 
our two groups: was compared to the appropriate nor- 
mative values of our laboratory. These values take into 
account the influence of age and sex on the compo- 
nents (13, 18), and we arbitrarily set our normality 
cutoff point at 2.5 standard deviations. 

The project ‘was explained to the parents, who 
signed consent forms. 
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RESULTS 


All of the main components (waves I, IH, and V) 
were clearly identifiable, according to the test-retest 
criteria, for every one of our subjects (see figure 1); i.e., 
whenever a component was identified at a given la- 
tency value in the test, it was also identified at the same 
latency value +0.04 msec in the retest. Table 2 indi- 
cates that 80% of the autistic children showed an ab- 
normal increase of some interpeak latencies, compared 
to 15% of the children with mental retardation. Table 
2 also shows that increased wave I-V and I-V inter- 
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FIGURE 1. Brainstem Auditory Evoked Response Waveforms of a 
Normal and an Autistic Boy? 


v (norm) 
I v 
B 
15V f | 
enn] 
1 msec 


*Thick line labeled V (norm) indicates the upper limit of the norm at 
2.5 standard deviations for the latency of wave V, as calculated 
from a group of normal boys, when the method without ipsilateral 
masking was used. A=waveform of a 5-year-old normal boy; 
B=waveform of a S-year-old autistic boy. I=wave I; V=wave V. 


peak latencies occurred only in the autistic group, with 
no representation in the retarded group. When added 
to the procedure without masking, the ipsilateral 
masking procedure doubled the rate of detection of 
higher-brainstem abnormalities in our autistic group, 
which is in contrast to what one observes with lower- 
brainstem abnormalities. 

The high proportion of interpeak latency abnormal- 
ities in our sample of autistic children in striking. In 
order to compare our study to all of those that have 
used a recording procedure without ipsilateral mask- 
ing, we excluded the results we obtained with ipsilat- 
eral masking. Table 3 shows the number of autistic 
subjects with wave I-V and HI-V interpeak latency 
abnormalities, when the standard method (without ip- 
silateral masking) was used, across all the studies for 
which the information is available. The average per- 
centage for all of those studies is 25%, which is about 
the same percentage we found in the present study 
under comparable conditions. Therefore, one major 
factor that seems to account for our finding such a 
level of higher-brainstem abnormalities is our applying 
the ipsilateral masking procedure in recording. 

A few years ago, R.J. McClelland et al. (unpub- 
lished paper, 1986) suggested that some BAER anom- 
alies could be related to age in autistic subjects. They 
reported normal wave I-V interpeak latency values in 
their autistic subjects under the age of 15 and abnor- 
mally prolonged values in the majority of the autistic 
subjects over age 15. They also reported that a control 
group of nonautistic retarded children matched for age 
and sex had normal values, which is in total agreement 
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TABLE 2. Autistic and Mentally Retarded Susjects Showing Pro- 
longed Interpeak Latencies in Brainstem Asditory Evoked Re- 
sponse? 


Subjects Sutiects 
in Whom in Whom 
Abnormality Abnormality 
Was Detect- Was etect- 
ed Without ed With 
Ipsilateral Ips:lzteral _Total 
Group Masking Masking N % 
Autistic subjects 
(N=20) 
_ Without abnormality a _ 4 20 
With abnormality” — — 16 80° 
Lower brainstem 
(waves I-I) 8 s 8 50 
Higher brainstem _ — 10 62 
Waves I-V 2 3 S$ 31 
Waves I-V 4 3 7 44 
Mentally retarded 
subjects (N= 13) 
Without abnormality _ — 11 85 
With abnormality — — 2 Se 
Lower brainstem 
(waves I-III) 1 1 2 100 
Higher brainstem _ oe 0 0 
Waves II-V 0 0 0 0 
Waves I-V 0 0 0 0 


“Every interpeak latency value of every subject wes measured against 
the appropriate norm for his or her age and/cr sex (see reference 
17). 

>The numbers in this secticn do not add up to 16 because two 
subjects showed some lower-brainstem abnormalities associated 
with some higher-brainstem abnormalities; one subject, under both 
conditions (without and with ipsilateral masking), simultaneously 
presented both types of higher-brainstem abnormalities, that is, 
waves I-V and I-V. 

“Significant difference between autiszic and mentally retarded groups 
(G7=11.46, df=1, p<0.001, likelihood ratio rest). 


with our own observations. Looking at our data from 
the age perspective, we observed thar four of the five 
subjects showing abnormalities with tke usual record- 
ing procedure (without ipsilateral masking) were over 
the age of 14 (26 years, 15 years [N=3], and 9 years), 
which is similar to McClelland et al.’s observations. 
Furthermore, all of the children for whom the ipsilat- 
eral masking procedure elicited abnormalities were un- 
der 14 years of age (4, 5, 8, 12, and 13 years). Our 
small number precludes any strong conclusion, but this 
might suggest an age-relatedness depending on the 
method used, that is, with or withou: masking. 


DISCUSSION 


We find it interesting that our data tend to support 
some degree of independence between our empirically 
derived categorizations of higher-brainstem and lower- 
brainstem abnormalities (table 3): only a small number 
of subjects (two of 16) showed both h:gher- and lower- 
brainstem abnormalities simultaneous.y. Moreover, in 
the comparisons of the stimulations w:th versus with- 
out ipsilateral masking for every subject, two facts 
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BRAINSTEM AUDITORY EVOKED RESPONSE IN AUTISM 
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TABLE 3. Prolonged Interpeak Latencies in Brainstem Auditory Evoked Responses of Autistic Patients Across Studies 


Number of Patients 
With Higher-Brainstem 


Study N Abnormalities 
Student & Sohmer (7) 15 — 
Rosenblum et al. (9) 6 — 
Novick et al. (30) 5 1 
Skoff et al. (10) 14 5 
Taylor et al. (12) 32 — 
Tanguay et al. (13) 14 4 
Gilberg et al. (31) 24 8 
Rumsey et al. (17) 25 1 
Courchesne et al. (16) 14 Q 
Skoff et al. (11) 26 6 
McClelland et al. (un- 

published, 1986) 20 10 
Thivierge & Côté (18) 21 5 
All studies 163° 0 (25%) 


“National Society for Autistic Children (1977). 
Without ipsilateral masking. 


Number of Patients 
With Higher- and 


Lower-Brainstem Diagnostic Criteria 


' Abnormalities for Autism 
l — Creak 

oon NSAC? 

1 — 

g _ 

— NSAC? 

6 DSM-HI 

8 Rutter 
: 1 DSM-III 
0 DSM-III 
6 — 
| 
10 Rutter 
) 12° DSM-IHI-R 
' 52 (32%) — 


“Total for all the studies in wixich higher- and lower-brainstem abnormalities were reportėd. 


emerged: a concordance of results for the wave I-II 
abnormality (i.e., when a subject shows lower-brain- 
stem abnormality withcut masking, he or she also 
shows it with masking) and a discordance of results for 
the wave I-V and IJI-V abnormalities (i.e., when a 
subject shows higher-brainstem abnormality without 
masking, he or she does not show it with ipsilateral 
masking). Lower- and higher-brainstem abnormalities 
seem to behave differertly under both conditions of 
recording, which could be an expression of different 
physiological underpinnings. 

In speculating on the neurobiological aspects of in- 
terpeak latency findings, it must be noted that BAER is 
classically described as more sensitive to white matter 
than to gray matter diseases involving the brainstem 
(32). However, studying patients with renal failure be- 
fore and after dialysis, Pratt et al. (33) provided evi- 
dence that calcium level may be an important factor 
influencing BAER values: the lower the calcium level, 
the greater the BAER acsolute latency and interpeak 
latency values. Calcium is known to be involved in 
synaptic transmission, ad abnormally low levels of 
calcium have been described in autistic subjects (34, 
35). Within this context, it is tempting to offer the 
speculation that prolonged interpeak latencies might 
possibly constitute an index of synaptic inefficiency in 
the brainstem of autistic persons, this possibility being 
related to low calcium levels. 

Given the few but ccnsistent indications (36—39) 
that the effect of masking on the more distal BAER 
components could be ot CNS origin, one could take 
our ipsilateral masking results as possibly indicative of 
a central dysfunction in some autistic subjects. If one 
speculates further on why the ipsilateral masking pro- 
cedure doubles the detection rate of interpeak latency 
abnormalities, one immediately thinks of this fact as 
being related to the subjects’ age; it could indicate a 
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faulty maturational process which, in young autistic 
children, only shows up under ipsilateral masking. 

Both prolongation and shortening of interpeak la- 
tency have been reported in autism (13, 17). In the 
present study,:we were mostly interested in an index 
whose interpretation was less ambiguous from the 
standpoint of neurobiology. This is why we concen- 
trated our analysis on prolonged interpeak latency. A 
comparison between the 16 autistic children who 
showed prolonged interpeak latency and the four who 
did not was done from the standpoint of the available 
clinical, psychometric, and neuropathological varia- 
bles, and no striking differences emerged. 

Differences among studies can rightly be ascribed to 
methodological differences such as the diagnostic cri- 
teria used, rate'of stimulation, and norms derived from 
a small number of subjects. One methodological ad- 
vantage of the:present study is that it relied on norms 
derived from a fairly large number of normal children 
for both procedures (with and without ipsilateral 
masking) and also on norms that take into account the 
influence of age and sex on the different components 
(18). | 

The fact that many autistic children have normal 
BAER indicates that BAER abnormalities are not re- 
lated to autism, as defined by any present set of criteria 
(table 3), as a ‘necessary condition. This could be be- 
cause impairment of the nervous structures under scru- 
tiny is not essential for autism to develop; but it could 
also be because of the inconsistencies and heterogene- 
ity of our diagnostic criteria or because our present 
investigative tools are rudimentary. The present results 
are interpreted 'as suggesting that the use of BAER both 
with and without masking procedures might help ‘us 
identify a dysfunctional maturational process in the 
higher brainstém of 50% of autistic subjects who are 
diagnosed according to DSM-III-R criteria and that 
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this dysfunctional process is not related to the concom- 
itant mental retardation of the subjects. 
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Twelve rare diseases known to cause CNS pathology 
were found in 26 (11%) of 233 autistic probands iden- 
tified during a recent epidemiologic survey of Utah. 
These 26 probands had significantly lower mean IQs 
than the remaining patients (43 versus 60) but similar 
sex distribution and prevalence of abnormal EEGs and 
seizures. The rarity and diversity of these 12 diseases 
make it highly unlikely that they randomly occurred 
with autism. Their presence in this epidemiologic sur- 
vey is the most compelling evidence to date to support 
the hypothesis that different diseases producing dif- 
ferent types of CNS pathology can play an etiologic 
role in autism. | 

(Am J Psychiatry 1990; 147:1614-1621) 


utism is a behaviorally defined syndrome (DSM- 
HI, DSM-III-R) (1, 2). It is usually diagnosed 
before 3 years of age by the appearance of character- 
istic disturbances of developmental rates and se- 
quences, language, relatedness, responses to sensory 
stimulus, and repetitive/stereotyped behaviors. While 
no specific pathognomonic signs or CNS pathology is 
known, biomedical findings have been reported that 
characterize subgroups of patients. These findings in- 
clude hyperserotonemia (3), lower b-wave amplitude 
in the electroretinogram (4), lower postrotatory nys- 
tagmus (5), lower cerebellar Purkinje cell counts at 
autopsy (6), and nonsp2cific abnormal EEGs, magnetic 
resonance imaging (MRI) scans, CT scans, and pneu- 
moencephalograms (1, 7—10). 
The search for the cause of autism has focused on 
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three major: areas: genetics; potential pathological 
pre-, peri-, and postnatal factors; and concurrent dis- 
eases. Recent evidence from our epidemiologic survey 
of Utah (11—15) and other centers (see reference 16 for 
review) indicates that there are probably genetic, fac- 
tors which predispose certain families to have multiple 
cases of autism. The exact nature and type of genetic 
loading remain to be determined. Second, surveys cf 
natal factors: have failed to identify specific events or 
clusters of events that could account for individual 
cases or a subset of cases (17—21). We have conducted 
three such negative surveys (15, 22, 23), including a 
review of the medical records of 233 autistic patients 
identified in our epidemiologic survey of Utah (15). 

The third area of exploration for possible etiologic 

agents, the identification of concurrent diseases. that 
could cause CNS pathology, has been more rewarding. 
Appendix 1 contains a list of diseases, most of which 
are extremely rare, that have been reported to occur 
with autism (7—10, 24). Whether these diseases were 
randomly associated or causative of autism cannot Fe 
determined from case reports or clinical surveys be- 
cause of the nonepidemiologic nature of the data. 
However, on the basis of a large number of observa- 
tions from different centers throughout the world, a 
consensus has been reached that at certain stages three 
diseases can’ produce the clinical picture of autism. 
They are rubella encephalitis, Rett’s syndrome; and 
fragile X syndrome. 

In this report we present a solution to unraveling the 
problem of random: co-occurrence versus etiologic sig- 
nificance. We report on diseases that were found to 
occur with autism during a complete epidemiologic 
survey of Utah, a state with a population of approxi- 
mately 1.6 million. 
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METHOD 


Our recent epidemiologic survey of autism in the 
state of Utah (11) employed a four-level ascertainment 
system, DSM-III criteria, and a team of highly experi- 
enced clinicians who conducted blind diagnostic eval- 
uations throughout the state. A total of 489 possibly 
autistic individuals born between 1960 and 1984 and 
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living in Utah during the survey (1984-1988) were 
ascertained, and 241 were diagnosed as autistic. They 
came from 195 single-incidence families and 20 mul- 
tiple-incidence families. The latter contained a total of 
46 autistic siblings. Genetic research shows no excess 
of inbreeding or consanguinity in Utah, and the gene 
pool is fully representative of North American and Eu- 
ropean Caucasian populations. 

Medical records were available for 233 autistic sub- 
jects. The records were abstracted by one of the au- 
thors (A.M.-B.) directly onto an IBM R-Base computer 
system. Data were available on the following percent- 
ages of subjects: 99.6% (N=232), IQ tests; 67.8% 
(N=158), EEGs; 79.8% (N=186), obstetrical; 90.1% 
(N=210), birth; 87.6% (N=204), pediatric; 100% 
(N=233), diagnostic; and 98.3% (N=229), school 
records. 


RESULTS 


Twelve rare diseases known to produce CNS pathol- 
ogy and/or developmental delays occurred in the total 
population of 233 patients surveyed whose medical 
records were available out of the population of 241 
(table 1). These diseases cause a variety of structural 
and functional pathology throughout the brain. Such 
diversity supports the hypothesis that various types of 
pathology occurring during early fetal life can produce 
the syndrome of autism. 


Concurrent Diseases 


Viral and bacterial infections. Of the total popula- 
tion (N=233), 2.6% (N=6) had congenital viral infec- 
tions or suspected infections, and two males (0.9%) 
had hemophilus influenza meningitis. A patient with 
suspected congenital rubella had microphthalmia and 
roving nystagmus but no other stigmata of congenital 
rubella. Virus was not isolated at the patient’s birth, 
and a subsequent antibody titer was 1:160. The pa- 
tient had three sisters with the diagnosis of autism. A 
patient with congenital herpes had a second-born fe- 
male co-twin who died at 12 days of age of congenital 
herpes. He had a severe hearing loss, scarring of the 
retina, and psychomotor seizures beginning at age 2. A 
second patient with congenital herpes had an abnor- 
mal EEG at age 20 months, no clinical seizures, and 
died at age 19 years of staphylococcus septicemia. One 
patient developed hemophilus influenza meningitis at 5 
months at which time the virus was cultured from his 
spiral fluid. He had an older brother with a diagnosis 
of autism. Another patient had hemophilus influenza 
meningitis at 7 months, bilateral otitis media, frequent 
upper respiratory infections, recurrent fevers, anemia, 
and gastroenteritis. At 8 months he had a period of 
vomiting, diarrhea, and pneumonia. After these ill- 
nesses he was observed to be unaffectionate and 
rocked continually until 1% years of age. Petit and 
grand mal seizures began when he was 7 months old. 
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The mean IQ of the eight patients with viral and bac- 
terial infections was 58. 

Chromosome and genetic abnormalities. Eight 
males were screened for fragile X syndrome; two had 
the abnormality. Five males had trisomy 21, and one 
was not karyotyped. One male had a partial trisomy of 
the distal tip of chromosome 8 and a prebable partial 
deletion of the middle of the short arm of chromosome 
8. This trisomy is known to affect brain development, 
depending on the location of the duplication. To our 
knowledge, this association of autism and trisomy of 
chromosome 8 has not previously been reported (25). 
One male had a deletion of the short arm of chromo- 
some 9 (26, 27). One female had a demonstrable trans- 
location from the long arm of the chromosome S pair 
to a long arm of one of the chromosome 11 pair, a 
balanced reciprocal translocation. Her father also had 
this translocation. Except for one child with fragile X 
syndrome, one child with a deletion of the short arm of 
chromosome 9, and one with tuberous sclerosis (28), 
all children in this group were profoundly retarded, 
and no families had more than one autistic child. The 
mean IQ of the 11 patients in this group was 37. It is 
interesting to note that in the UCLA Genetic Registry 
(non-Utah), there is an autistic female with Down’s 
syndrome, unkaryotyped, with an autistic older 
brother and a normal younger brother. 

Metabolic disorders. Seven patients (four males, 
three females; sex ratio=1.33 to 1) had metabolic dis- 
turbances. Two siblings, one male (IQ=68) and one 
female (IQ=35) had mucopolysaccharidosis II, San- 
filippo’s syndrome, type A. It is an enzyme deticiency 
of heparan N-sulfatase and is well-known to cause 
CNS pathology. Results of urine screens for these chil- 
dren were negative except in one case. Formal diagno- 
sis was made by a skin fibroblast culture in the male 
sibling. Sanfilippo’s syndrome, type A, has not been 
reported previously to be associated with autisra; how- 
ever, some patients with a diagnosis of autism are 
known to have the disease (E. Neufeld, personal com- 
munication). All patienis with the stigmata of muco- 
polysaccharidosis should be screened bv fibroblast cul- 
tures. One patient and his firstborn normal twin had a 
disaccharidase deficiency. They were hospitalized at 2 
months of age for pneumonia, and both had recurrent 
bronchitis and otitis media, which was treated with 
polyethylene tubes. 

Congenital hypothyroidism (sporadic cretinism) was 
diagnosed at 6 months in one female patient. She had 
a short, stocky appearance, puffy eyelids, short neck 
and thick tongue, open anterior fontanelle, sparse and 
dry hair, doughy and cry skin, protub2zrant abdomen 
with a large umbilical hernia, and tenacious mucous 
production. She was reported to have been a sleepy 
infant and a poor eater, had had a hoarse and persist- 
ent cry since birth, and had a bilirukin level of 0.9 
mg/100 ml at 6 days. One male patient was given a 
diagnosis of congenital hypothyroidism (cretinism) at 
7 months. He was jaundiced at 3 months (no bilirubin 
level was reported) and had retarded early develop- 
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ETIOLOGIC ROLE OF RARE DISEASES IN AUTISM 


TABLE 1. Concurrent Diseases Found in Autistic Patients in Utah Autism Survey 


Category and Disease N 


Viral and bacterial infections (N=8} 
Congenital rubella? 
Congenital rubella, possible” 
Congenital cytomegalovirus" 
Congenital herpes, , possible" 
Congenital herpes* 


NO ee ph ped ee 


Hemophilus influenza meningitis 2 


Chromosome and genetic abnormalities (N=12) 
Fragile X syndrome* 2 


Down’s syndrome, trisomy (chromosome 21)* 5 


Down’s syndrome, unkaryotyped* 1 

Trisomy (chromosome 8)? 1 

Deletion (chromosome 9)* 1 

Translocation (chromosom: 5) 1 

Tuberous sclerosis (chromcsome 9)* 1 
Metabolic disorders (N=7) 


Mucopolysaccharidosis III, Sanfilippo, type A*”* 2 

Disaccharidase deficiency 1 

Diabetes, juvenile onset 1 

Congenital hypothyroidism* 2 

Pituitary deficiency?4 1 
Congenital anomaly (N=1) 

Spina bifida, occulta 1 
Related syndromes (N=6) 

Rett’s syndrome? 4 

Tourette’s syndrome 2 


Deafness (N=2) 


Recessive 1 

Bilateral profound sensorineural 1 
Eye disorders (N=3) 

Septo-optic dysplasia® 1 

Atrophy of the optic nerve 1 

Retinitis pigmentosa 1 
Seizures (N=43)° . 

Seizures 34 

Febrile seizures 9 


Disease known to cause CNS pathology and/or developmental delay. 


Sex: IQ Abnormal EEG/Seizures 


74 Psychomotor 
15 Abnormal EEG 
Grand mal 

101 — 


31 Petit and grand mal 
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Myoclonic 
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52 Febrile (on two occasions) 


68 Febrile at birth 


18 — 
20 — 
Petit and grand mal 
Psychomotor 

35 — 
115 soe 
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75 Psychomotor 
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One of the patients with congenital herpes also had retinitis pigmentosa. 


“Siblings. 
“The child with pituitary deficiency also had septo-optic dysplasia. 


A total of 189 subjects (151 males and 38 females) had no seizures; their mean IQ was s9 (IQ missing for one male). 


fMean IQ. 


ment, constipation, dry skin, slow growth, lethargy, 
frequent upper respiratory infections, a very widely 
open fontanelle, and a large tongue. X-rays of his 
chest, spine, long bones, and skull were consistent with 
cretinism. Hypopituitarism was diagnosed shortly af- 
ter birth in one male patient, and at 4 months septal- 
optic dysplasia was noted. This caused a lack of devel- 
opment of the optic nerve, with resulting blindness. 
The patient received thyroxine, hydrocortisone, and 


, 


ILI 


growth hormone supplementation. The mean IQ of the 
seven patients in this group was 49. 

Congenital skeletal anomaly. Only one patient, a 
female (IQ=77), had a major skeletal anomaly, spina 
bifida occulta. ` 

Related syndromes. Four females had symptoms of 
Rett’s syndrome, and all were profoundly retarded. 
One developed ‘petit mal seizures at 3 years and grand 
mal seizures at|4 years. She died at age 10 years. The 
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TABLE 2. IQ of Male and Female Autistic Subjects With and Without Concurrent Diseases in Utah Autism Survey 


Total®? (N=232) 


Males?iN=183) Fema.es? (N=49) 


EAE eta at — RQR ere oe E 
Group C N Mean SD N Mean SD N Mean SD 
No concurrent disease 195 59.9 26.0 156 62.5 26.2 39 49.6 23.1 
Concurrent disease 
CNS disease 26 42.2 21.2 20 45.6 22.0 6 34.2 14.6 
No CNS disease 11 61.2 29.9 7 69.4 30.1 4 46.8 26.9 


“IQ missing for one male. 


Patients with concurrent CNS diseases had significantly lower mean IQs than the patients without cor.current diseases in the total sample 
(t=3.89, df=35.9, p=0.0004), among the males (t=3.17, df=26.4, p=0.004), and among the females (t=2.63, df=9.4, >=0.03). 


TABLE 3. Relationship Between IQ and EEG, Seizures, and Type of Epilepsy in Autistic Subjects in Utah Autism Survey (N=232)° 


Total 
IQ 
Item N Mean SD 
EEG results? 
Normal 103 57.4 26.4 
Abnormal 55 §1.7 23.7 
Seizures 
No seizures 189 59.4 26.6 
Febrile seizures 9 58.9 27.9 
Other seizures 34 51.0 23:7 
Epilepsy type“ 
Psychomotor 4 56.8 21.5 
Myoclonic —— _ — 
Petit mal meen mm — 
Grand mal 24 $2.7 24.3 
Febrile 9 58.9 27.9 


"IQ missing for one male. 


Males Females 
IQ IQ 

N Mean SD N Mean SD 
77 62.4 26.7 26 42.8 19.3 
42 528° 24.3 13 48.0 22.5 
151 62.5 26.6 38 47.1 23.0 
6 57.8 34.3 3 61.0 12.8 
26 53.7 22.9 8 42,3 25.4 
3 65.3 15.9 1 31.0 — 
2 23.5 6.4 a EE — 
4 48.8 24.5 — — — 
7 56.3 22.9 7 43.9 27.0 
6 57.8 34.3 3 61.0 12.8 


Males with abnormal EEGs had a significantly lower mean [Q than those with normal EEGs (t=1.98, df=91.5, p=0.05). 


“Sample size too small for meaningful analysis. 


cause of death was unknown, but it was thought to be 
due to a seizure. She had a female second cousin with 
autism but not Rett’s syndrome. They were related 
through their mothers. A second female (IQ=31) de- 
veloped psychomotor seizures at 2 years; her EEG was 
normal. The mean IQ for the four Rett’s syndrome 
patients was 24 and for the two Tourette’s syndrome 
patients, 75. 

Deafness. One female (IQ=60) had a recessive type 
of deafness. Her younger sister was deaf but otherwise 
normal, and her mother had a hearing loss. One male 
had a bilateral profound sensorineural hearing loss. 
The mean IQ for these two patients was 52. 

Eye disorders. One male (IQ=50) had septo-optic 
dysplasia, optic nerve atrophy, and a pituitary defi- 
ciency. A second male (IQ=75) had rod vision but lack 
of cone vision, atrophy of the optic nerve, hypoplastic 
optic discs, and nystagmus; he can read large print. A 
third male (IQ=28) had retinitis pigmentosa and con- 
genital herpes and died at age 19 years of staphylococ- 
cus septicemia. The mean IQ of the three patients in 
this group was 51. 

Concurrent diseases and IQ. The mean IQs of all 
patients with concurrent diseases are summarized in 
table 2. Concurrent diseases were divided into two 
groups—those which are known to cause CNS pathol- 


ogy and those which are not. The third group com- 
prises the remaining patients without concurrent dis- 
orders. We calculated t tests to compare the meen IQs 
for each group (table 2). As shown, the >atients with 
concurrent/CNS diseases had significantly lower mean 
IQs than the group without concurrent diseases. How- 
ever, generalizations from these data are limited be- 
cause of the small sample size. Similar results were 
obtained for the comparisons of concurrent/CNS dis- 
eases versus concurrent/non-CNS diseases, but these 
differences did not reach significant levels. 

Seizures, EEGs, and age at onset. Table 3 presents 
data on the number of patients with seiz.z-es, their sex, 
and mean IQs. The only significant difference found 
was that males with abnormal EEGs had significantly 
(p=0.05) lower mean IQs than those with normal 
EEGs. This finding probably reflects tke fact that so 
many analyses were done that it occurred by chance, 
since it has no apparent clinical significance. Table 4 
contains individual data on sex, IQ, seizure type, age at 
onset, abnormal EEGs, and type of concurrent dis- 
eases. Table 5 shows the distribution of seizures and 
EEG abnormalities in the Utah autism survey. Four- 
teen patients with nonfebrile seizures (41.2%) devel- 
oped them within the first 12 mecnths of life, seven 
(20.6%) from 1 to 2 years, five (14.7%) from 2 to 3 
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TABLE 4. Abnormal EEGs and/or Epilepsy in Autistic Subjects in Utah Autism Survey } 


Patient 


62 


Sex 
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x 


IQ 


16 
20 
25 


37 


114 


Seizure Type 


Petit and grand mal 
Petit and grand mal 
Petit mal 

Grand mal 
Psychomotor 

Petit mal 

Grand mal 

None 

Grand mal 

None 

Febrile (one occasion) 
Febrile 

None 

Grand mal 

Febrile 

Grand mal 

None 

Myoclonic 

Postictal paralysis 
None 

Petit mal 

None 

Febrile 
Tonic-clonic 
Febrile (four occasions) 
Petit mal 

Grand mal 
Myoclonic 

Petit and grand mal 
Petit mal 

Grand mal 

None 

Grand mal 

None 

Petit and grand mal 
Petit and grand mal 
Psychomotor 
Tonic-clonic 

Grand mal 

None 

Petit mal 

None 

Petit mal 

Febrile (two occasions) 
None 

Idiopathic 

None 

None 

None 

None 

Grand mal 

Febrile 

Febrile 

Petit and grand mal 
Petit and grand mal 
Psychomotor 

Petit and grand mal 
Psychomotor 
Idiopathic 

Petit and grand mal 
Petit mal 

None 

None 
None—convulsions 
Grand mal 

None 

Petit mal 

Grand ma! 

Febrile 


Onset of seizures or EEG abnormalities. 


Abnormal EEG 


Age at Onset? 


Yes 4 months 
Yes 4 years. 
Yes 3 years: 
Yes 4 years: 
No 2 years! 
Yes 10 months 
Yes 12 months 
Yes 8 years, 
Yes 6 months 
Yes 6 years: 
Yes 15 months 
No 12 months 
Yes — 
Yes 8 days ; 
Yes 2 years’ 
Yes 2 years, 
Yes 20 months 
Yes 5 days ' 

3 months 
Yes = 
Yes 4 years: 
Yes 4 years: 
Yes 2 months 
Yes 13 years 
Yes 2 years. 
Yes 3 years. 

7 years: 
Yes 4 months 
Yes 12 months 
Yes 18 months 

2 years! 
Yes 3 years | 
Yes 13 years 
Yes 7 years | 
Yes 2 years ı 
Yes 4 years: 
No 4 years 
Yes 6 years | 

7 years ' 
Yes 3 years, 
Yes 5 months 
Yes 4 years: 
Yes 2 years: 
Yes 18 months 
Yes 5 years: 
Yes 6 months 
Yes 6 years ' 
Yes 4 years’ 
Yes 5 years. 
Yes 3 years | 
Yes 15 months 
No Birth . 
No 18 months 
Yes 7 months 
Yes 3 years’ 
Yes 2 years ' 
Yes Birth | 
Yes 4 years | 
Yes 34 months 
Yes“ 3 years | 
Yes 11 months 
Yes 5 years: 
Yes 16 years 
Yes 5 years ' 
No 8 months 
Yes 4 years! 
No 3 years | 

8 vears | 
Yes 17 months 

Deceased. 


Concurrent Diseases 


Rett’s syndrome 


Rett’s syndrome 


Diabetes 


Associated with otitis media 
Congenital herpes, retinitis pigmentosa 


Trisomy (chromosome 21) 


Associated with fevers 
Fragile X syndrome 


Associated with otitis media 


Tuberous sclerosis 


Sanfilippo’s syndrome 


Hemophilus influenza meningitis 


——w 


Congenital herpes 


Optic nerve atrophy 


Associated with otitis media 


“EEG normal at 8 years. 


TABLE 5. EEGs and Seizures in 233 Autistic Subjects in Utah 
Autism Survey 


Seizure Status N % 
No seizures 190 81.6 
Normal EEG 96 41.2 
Abnormal EEG 19 8.2 
No EEG reported 75 322 
Febrile seizures 9 3.9 
Abnormal EEG 6 2.6 
Normal EEG 3 1.3 
Other seizures 34 14.6 
Abnormal EEG 30 12.9 


Normal EEG 4 1.7 


years, five (14.7%) from 3 to 4 years, one (2.9%) from 
5 to 10 years, and two (5.9%) after 10 years. Thus, a 
total of 41.2% developed seizures within the first year 
and 76.4% by the third year of life. In the febrile sei- 
zure group, two (22.2%) developed these seizures in 
the first 12 months of life, seven (77.8%) in the second 
12 months, and none thereafter. In subjects with no 
seizures, an abnormal EEG was found for one pa- 
tient (5.9%) from age 1 to 2 years, three (17.6%) from 
2 to 3 years, four (23.5%) from 3 to 4 years, eight 
(47.1%) from 5 to 10 years, and one (5.9%) after age 
10 years. For two patients the ages at EEG testing were 
unknown. 


Families With Multiple Incidences of Autism 


The proportion of patients from families with mul- 
tiple incidences of autism who had abnormal EEGs 
(N=8, 30%) was similar to the proportion from fam- 
ilies with single incidences of autism (N=47, 36%) 
(x?=0.05, df=1, p>0.80). Similarly, the proportion of 
patients from families with multiple incidences of au- 
tism who had nonfebrile seizures (N=4, 9%) was sim- 
ilar to the proportion from families with single inci- 
dences of autism (N=30, 16%) (y7=0.61, df=1, 
p>0.40). 

Three patients with concurrent diseases known to 
cause CNS pathology (two with Sanfilippo’s syndrome 
and one with possible rubella encephalitis) came from 
two families with multiple incidences of autism. The 
brother and sister with Sanfilippo’s syndrome obvi- 
ously are examples of the inheritance of a metabolic 
abnormality that probably produced autism. In the 
other family, the boy with possible rubella had three 
female siblings with autism but no rubella. 


Probability of Occurrence of Other Diseases With 
Autism 


The 12 diseases affecting the CNS that were identi- 
fied in the survey are extremely rare. The most fre- 
quent is probably Down’s syndrome, the prevalence of 
which is estimated to be 1 in 800 (29); the most rare is 
probably Sanfilippo’s syndrome, estimated to occur 
with a prevalence of 1 in 24,000 (30). Comparably 
accurate prevalence estimates on the other diseases 
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listed in table 1 are not available. However, clinical 
experience indicates that they occur less frequently 
than autism itself, which occurred in our population 
with a prevalence of four in 10,000, Cn the basis of 
these figures, the odds of Down’s syndrome occurring 
with autism are approximately 4 in 8 million (1 in 
8004 in 10,000). The cdds for the co-occurrence of 
the other diseases, assuming that they have the same 
prevalence as autism (this is a conservative estimate), 
are 16 in one hundred million (4 in 10,0004 in 
10,000), a truly astronomical number. 


DISCUSSION 


The results of our epidemiologic survey clearly indi- 
cate that the characteristic develoomental delays and 
symptoms by which we diagnose autism can be di- 
rectly caused by a variety of diseases that affect the 
CNS by different means. This conclusicn must remain 
inferential, however, since direct neurorpathological ev- 
idence is not available from epidemiologic data. How- 
ever, it is to be hoped that these new epidemiologic 
data will sharpen the focus of further research and 
prevent further exploration of fruitless directions. 

If one can generalize from the presext data, it now 
appears prudent to assume that at least 11% of oth- 
erwise unselected subjects with autism that come to 
clinical attention will have concurrent ciseases which 
cause the syndrome. The actual figure is probably 
larger, since we were unable to screen él] probands for 
fragile X syndrome. However, the consensus of other 
recent surveys is that approximately 7% of otherwise 
unselected populations cof autistic patients have fragile 
X syndrome (24). Projecting from <his figure, we 
would have expected to have identifed 16 patients 
with fragile X syndrome (7% of 233). However, only 
two were identified. If the 14 possibly -nissing cases of 
fragile X syndrome hac been found among only the 
patients with nonconcurrent CNS disezses, then a total 
of 40 patients with concurrent diseases that affect the 
CNS would have been identified. Thus, instead of ap- 
proximately 11% of the total population falling into 
this category, the figure would have risen to 17% (40 
of 233). These estimatec figures are given only or pur- 
poses of illustration. 

It is interesting to note that the 26 patients with 
concurrent diseases known to affect the CNS were in- 
distinguishable from the remaining patients on clinical 
grounds, with one exception, namely that they had 
lower mean IQs. Their sex ratio, EEGs, seizure histo- 
ries, and general clinical picture were atherwise quite 
similar. This explains why these patients had not 
emerged as a separate subgroup in previously nonepi- 
demiologic surveys or in surveys of specific clinical 
populations (31). 

The overall rate of nonfebrile seizures was 14.6% 
(N=34). This is consistent with previous reports (32). 
It is of clinical interest to note that the mean IQ of 
patients with seizures was not significantly different 
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TABLE 6. Data on Deceased Probands in Utah Autism Survey 


Age at 
Time 
of 
Death Concurrent 
Patient (years) Sex IQ Disorders Cause of Death 
1 19 M 15 Abnormal EEG, Staphylococcus 
congenital her- septicemia 
pes, retinitis pig- 
mentosa 
2 10 F 25 Rett’ssyndrome, Unknown; possi- 
petit and grand ble seizures 
mal seizures 
3 19 M 35 None Died in fire 
4 7 M 29 Acute lymphocytic Acute lympho- 
leukemia cytic leukemia 
5 10 M 19 Myoclonic seizures Unknown; acute 
since 5 days of pulmonary 
age and grand edema and 
mal seizures congestion 
found at au- 
topsy 


from that of patients without seizures and that the 
mean age at onset of seizures was lower than reported 
in some prior series (32). 

Five patients died during the 3 years of our survey 
(table 6). Two of these had concurrent diseases that 
affect the CNS (herpes and Rett’s syndrome). This small 
number is consistent with the general clinical impres- 
sion that autistic patienzs have normal longevity. 

The primary diseases that cause CNS pathology are 
easily diagnosed by their characteristic clinical courses, 
signs, and symptoms, as was the case in our survey. 
This knowledge allows us to reduce “diagnostic fishing 
expeditions” and their cost and discomfort to our pa- 
tients. More specifically, in practice we do not recom- 
mend extensive medical, neurological, and diagnostic 
workups on patients who have autism and no other 
clinical signs or symptoms of a concurrent disease. 

In conclusion, the high probability against random 
co-occurrence of autism and other diseases is the best 
evidence to date to support the hypothesis that certain 
rare diseases that occurred in our population caused 
CNS pathology which, in turn, produced autism. That 
these diseases cause CNS pathology in different ways 
supports the hypothesis that the symptoms indicative 
of autism represent the final common pathway of var- 
ious etiologic agents. 
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APPENDIX 1. Diseases That Have Been Reported to Occur With 
Autism 


Viral, Bacterial, and Parasitic Infections 


Rubella 
Cytomegalovirus 
Herpes 

Varicella 

Rubeola 
Toxoplasmosis 
Syphilis (lues) 

Mumps 

Hemophilus influenza 


Chromosome and Genetic Abnormalities 


Fragile-X 

Down’s syndrome (trisomy 21) 

Sex chromosome aneuploidy (XXX, XXY, XYY, XXYY) 

Autosomal abnormalities of chromosomes 1, 2, 3, 5, 6, 9, 
13, 16, 17, 22 

Oculocutaneous albinism 


~ RITVO, MASON-BROTHERS, FR.ZEMAN, ET AL. 


Tuberous sclerosis (chromosome 9) 
Neurofibromatosis (chromosome 17) 
Retinoblastoma (chromosome 13) 


Metabolic Diseases 


Phenylketonuria 
Hyperlactatemia 
Histidinemia 

Lipidosis 

Addison’s disease 
Hyperuricosuria 
Hurler’s syndrome 
Hyper- and hypothyroidism 
Celiac disease 
Adrenoleukodystrophy 
Purine metabolism 


Congenital Diseases 


Microcephaly 
Hydrocephalus 

Moebius syndrome 
Dandy-Walker syndrome 
Cornelia de Lange syndrome 


Related diseases 


Rett’s syndrome 
Tourette’s syndrome 


Other Diseases 


Lead ingestion 
Infantile spasms 
Vascular occlusion 
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Effects of Pill-Giving on Maintenance 


of Placebo Response 


in Patients With Chronic Mild Depression 


Judith G. Rabkin, Ph.D., M.P.H., Patrick J. McGrath, M.D., 
Frederic M. Quitkin, M.D., Elaine Tricamo, R.N., 
Jonathan W. Stewart, M.D., and Donald F. Klein, M.D. 


Fifty outpatients with mild, chronic, mood-reactive 
depression whose mood improved markedly after a 
10-day single-blind placebo trial were randomly as- 
signed in a double-blind design either to have their 
placebo medication discontinued or to have it main- 
tained for an additional 6 weeks. Half of the patients 
in each condition relapsed within 6 weeks, indicating 
that pill-taking itself does not influence maintenance of 
placebo response. Placzbo response was more likely to 
be maintained in patients who were currently married. 
At the end of 3 montos, the overall relapse rate was 
58%. The authors raise questions about the utility of 
the initial 10-day placebo washout in antidepressant 
clinical trials, and they discuss limits on the generaliz- 
ability of their findings. 

(Am J Psychiatry 1990; 147:1622—1626) 


he phenomenon of placebo response has been rec- 

ognized for years. and many explanatory mecha- 
nisms have been proposed. In their review of “concepts 
of placebogenesis,” Shapiro and Morris (1) listed 15 
possible contributory factors. Those most salient to 
clinical antidepressant trials include expectancy effects, 
which influence the hape, faith, and morale of the pa- 
tient (2); operant conditioning, in which contacts with 
the treatment staff anc setting serve as reinforcers (3); 
persuasion and suggestibility; and the effects of the 
social influences inherent in pill-taking and the author- 
ity of the physician (4). Other processes, such as spon- 
taneous improvement. patients’ taking the initiative, 
possible therapeutic benefits of repeated assessments, 
and response bias (the desire of the patients at initial 
evaluation to convince the rater of their need for treat- 


Received Jan. 29, 1990; revision received May 4, 1990; accepted 
June 1, 1990. From New York State Psychiatric Institute and the 
Department of Psychiatry, College of Physicians and Surgeons, Co- 
lumbia University, New York. Address reprint requests to Dr. 
Rabkin, New York State Fsychiatric Institute, Box 35, 722 West 
168th St., New York, NY 70032. 

Supported in part by a biomedical Research Support grant and 
Clinical Research Center zrant MH-30906 from NIMH to New 
York State Psychiatric Insti-ute. 

Copyright © 1990 American Psychiatric Association. 


i 
1 
G 
L 


š 
i 
! 


ment and/or their desire to please the doctor by getting 
better) also inay play a role in placebo response. 

In previous work (5), depressed patients who were 
responders to 6 weeks of placebo administration were 
found more;likely to be mood reactive and to have 
milder pretreatment symptoms than placebo nonre- 
sponders. In'addition, in a previous comparison of 94 
responders to 10 days of placebo administration and 
49 responders to 6 weeks of placebo administration 
who completed a randomized clinical trial (6), the 10- 
day responders were more mildly and more chronically 
ill and reported fewer illness precipitants. However, in 
these and other studies (7), placebo responders and 
nonresponders were largely alike in almost all of the 
characteristics that were examined. 

The current study was designed to evaluate pill-tak- 
ing as a determinant of placebo response. Our object 
was to assess the effect of taking pills on maintenance 
of the placebo response after the initial 10-day single- 
blind trial that often constitutes the preliminary phase 
in randomized clinical trials with antidepressants. The 
questions addressed are, first, whether 10-day placebo 
responders who continue to receive placebo medica- 
tion single- -blind for 6 weeks are less likely to relapse 
than patients whose placebo medication is discontin- 
ued. A positive finding would suggest that pill-taking 
itself maintains improved mood. Therefore, the im- 
proved mood is likely a true response to placebo rather 
than a spontaneous improvement while the patient is 
taking placebo. A negative finding leaves the issue un- 
clear. A second question is whether there are baseline 
variables associated with relapse after the initial 10- 
day improvement. A positive finding would suggest 
that certain kinds of patients are more likely to main- 
tain response to placebo medication. 


METHOD 


Patients were potential participants in randomized 
clinical trials of antidepressant medication in a univer- 
sity-affiliated outpatient research clinic. These trials 
are described elsewhere (8, 9). All patients met Re- 
search Diagnostic Criteria for major, intermittent, or 


minor eepe Se disorder or DSM-III criteria for ma- 
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jor depression or dysthymia. All had reactive mood 
(i.e., their mood lifted transiently in response to favor- 
able events). All had baseline Hamilton Rating Scale 
for Depression scores of at least 12; no upper limit was 
set on these scores. The patients were between ages 18 
and 55, had no substantial concurrent medical prob- 
lems, and provided signed informed consent for par- 
ticipation in the study. 

After a 10-day single-blind placebo trial, the pa- 
tients’ clinical status was reevaluated by their study 
psychiatrist. Ten-day placebo responders were identi- 
fied on the basis of ratings on the Clinical Global Im- 
pression improvement scale (CGI); they received 
scores of 1 (very much improved) or 2 (much im- 
proved). These responders were then randomly as- 
signed to continue to take placebo medication or were 
told that they had been taking placebo medication and 
that in view of their improvement it was not necessary 
to take active medication at that time. This informa- 
tion was framed positively as a fortunate outcome. All 
patients were then seen biweekly by their study physi- 
cian for 6 additional weeks or until relapse, if it oc- 
curred before 6 weeks. At the end of this 6-week pe- 
riod, placebo medication was stopped for all patients, 
and all were told what they had been taking. 

Baseline data included demographic, illness history, 
and diagnostic and clinical measures and are given in 
table 1. At baseline, after 10 days of placebo adminis- 
tration, and then at weeks 2, 4, and 6 the CGI, the 
21-item Hamilton depression scale, and the SCL-90 
were administered. Relapse was defined as a CGI 
global improvement score of 3 (minimally improved) 
or higher (unchanged or worse) on two consecutive 
weeks (an extra visit was scheduled after the first such 
determination). The study physician made a follow-up 
telephone call at week 12 to assess the patient’s clinical 
status; CGI ratings were made at that time. 


RESULTS 


Over the 5-year period of the study, 58 patients were 
rated as 10-day placebo responders; these patients 
constituted 10% of all patients who received single- 
blind medication in clinical trials during this period. 
Four of the 58 patients refused to participate in the 
study, one moved out of the area during the trial, one 
refused to stop taking the single-blind placebo pills, 
one dropped out, and one denied 2 weeks later that he 
had been a placebo responder in the first place. The 
eight patients who did not complete the study did not 
differ from the 50 who did complete the study with 
respect to demographic characteristics, illness history, 
baseline illness characteristics, baseline symptoms, or 
severity of depression. | 

Forty-eight (96%) of the patients were classified as 
mild or moderately depressed on a 3-point illness se- 
verity scale (mild, moderate, severe). In terms of illness 
course, 37 (82%) of 45 patients for whom information 
was available reported being mostly or almost always 
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depressed since their illness began, and 28 (73%) of 
the 36 patients for whom information was available 
had received previous psychiatric treatment. Since the 
modal age at onset was younger than age 20, this was 
a chronically ill group. Currently, 36% met criteria for 
dysthymia, 34% met criteria for major depressive dis- 
order, and 30% met criteria for beth dizgnoses, having 
essentially chronic major depression (see table 1). In 
addition, all had reactive mood and at least one asso- 
ciated symptom of atypical depression (overeating, 
oversleeping, leaden paralysis, or pathclogical sensitiv- 
ity to rejection). Overall, this was a middle-class, com- 
paratively well-educated, chronically depressed group 
of patients, most of whose adult lives have been char- 
acterized by dysphoria and relatively low-grade but 
persistent depressive symptoms. 

Both clinician ratings and self-report ratings docu- 
mented mood improvement between baseline assess- 
ment and the end of tke 10-day single-blind placebo 
trial. The mean CGI severity scores declined from 3.8 
to 1.9 (paired t=19.2, df=48, p<0.990), the mean 
Hamilton depression scale scores dec.ined frem 14.9 
to 4.6 (paired t=14.4, df=49, p<0.900), and the 
global severity index of the SCL-90 as well as each of 
the nine separate symp-om scales showed statistically 
significant declines in symptoms (the t values from 
paired t tests ranged from 3.9 to 9.3, df=38, 
p<0.000). Overall, the patients were zonvincingly de- 
pressed at baseline and clearly markedly improved af- 
ter 10 days of single-blind placebo. 


Is Pill-Taking Necessary to Maintain Improvement 
Among 10-Day Placebo Responders? 


Of the 50 placebo responders, 27 were randomly 
assigned to continue and 23 were assigned to discon- 
tinue single-blind placebo medication. Relapse was de- 
fined in terms of CGI score and corroborated by 
Hamilton depression scale and SCL-90 scores, as 
shown in table 2. Halt of the patien-s in each group 
relapsed within 6 weeks (14 [52%] of the 27 patients 
who were continuing to take placebo and 12 [52%] of 
the 23 patients who were no longer taking placebo). 
These results clearly show that pill-texing per se did 
not influence maintenance of the plazebo response in 
our patients. Further, placebo respanse is often not 
enduring in such chronically ill patients. 

Patients who remained well ater € weeks were not 
scheduled for further clinic visits buz were called at 
week 12 to ascertain their status. All 11 patients whose 
single-blind medication had been discontinued after 
the first 10 days remained well. Of the 13 patients who 
continued to take placebo for 6 weeks and then dis- 
continued placebo, three became depressed at week 8, 
2 weeks after the placebo study and scheduled clinic 
visits ended. The other 10 patients remained well at 
week 12. 
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MAINTENANCE OF PLACEBO RESPONSE 


TABLE 1. Demographic Characteristics, Baseline Clinical Characteristics, and Outcome of 50 Placebo-Responsive Patients Whose Pla- 
cebo Was Continued or Stopped i 


Placebo Continued (N=27) 
Patients Who 


Placebo Stopped (N=23) 
Patients Who 


All Patients Who Maintained Patients Who Maintained 
Demographic or Clinical Patients Relapsed Improvement Relapsed Improvement 
Characteristic (N=50) (N=14) (N=13) (N=12) (N=11) 
Age 
Mean 37 34 36 39 39 
SD 10 11 10 if 7 
Sex 
Men 
Number l 23 9 4 4 6 
Percent 46 64 31 33 55 
Women 
Number 27 5 9 8 5 
Percent $4 35 69 69 45 
Currently married 
Number 13 0 7 4 6 
Percent 26 0 54 33 54 
Attended some college? 
Number 32 10 7 8 7 
Percent 78 91 78 80 64 
Hamilton depression scale 
score 
Mean 14.9 14.4 14.4 16.0 15.0 
SD 5.1 4.6 4.4 5.4 6.4 
CGI severity score 
Mean 3.8 3.8 32 3.8 3.6 
SD 0.5 0.4 0.6 0.5 0.5 
SCL-90 global score 
Mean 19.4 19.0 19.4 21.0 17.0 
SD 6.2 6.1 5.1 7 5.4 
Illness history 
Overall course? 3.3 3.3 3.4 3.4 3.0 
Younger than 20 years 
at illness onset! 
Number 35 11 11 7 6 
Percent 71 85 85 58 55 
Older than 30 years at 
illness onset 
Number 3 0 2 1 0 
Percent 7 0 17 11 0 
Illness had precipitant 
Number 6 1 1 3 1 
Percent 11 7 8 25 9 
Current diagnosis 
Number with dysthymia 18 5 5 5 3 
Number with major 
depressive disorder 17 6 3 4 4 
Number with major 
depressive disorder 
and dysthymia 15 3 > 3 4 


*Percents are based on the number of patients for whom data were available: 11 patients who relapsed and 9 who did not in the group that 
continued to receive placebo and 10 patients who relapsed and 11 who did not in the group whose placebo was stopped. 
3=mostly depressed, 4=almcst always depressed since onset. 
“Percents are based on the number of patients for whom data were available: 13 patients who relapsed in the group that continued to receive 
placebo and all of the other patients. 
Percents are based on the number of patients for whom data were available: 13 of the patients who relapsed and 12 who did not in the group 
that continued to receive placebo and nine patients who relapsed and 10 who did not in the group whose placebo was stopped. 


Are There Baseline Correlates of Relapse? significant differences on any variable between patients 


who relapsed and those who maintained their im- 


Table 1 shows demographic characteristics, the ill- 
ness history, and the current clinical status and diag- 
nosis for all of the patients and for patients in each 
study condition who relapsed or maintained their im- 
provement. Within each study condition there were no 
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provement. When patients who relapsed and those 
who maintained their improvement were combined 
across study conditions, the only distinguishing vari- 
able was current marital status: significantly more of 
the patients who maintained their improvement were 
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TABLE 2. Endpoint Ratings on the CGI, Hamilton Depression 
Scale, and SCL-90 of 50 Placebo-Responsive Patients Who Re- 
lapsed or Maintained Improvement? 


Patients Who 


Patients Who Maintained Significance 
Relapsed Improvement — nm 
Measure (N=26) (N=24) t df p 
CGI improve- 
ment rating 14.1 48 0.000 
Mezn 3.6 1.7 
SD 0.5 0.5 
Hamilton depres- 
sion scale 5.3 42 0.000 
Meen 11.8 4.4 
SD 4.0 Dee 
SCL-90 depres- 
sion scale 4.1 29 0.000 
Meen 27 1.7 
SD 0.8 0.6 


*For patients who relapsed, the endpoint was the second consecutive 
week of loss of improvement; for the patients who maintained their 
improvement, it was week 6. 


currently married (two-tailed p=0.0005, Fisher exact 
test). No differences were found on any of the SCL-90 
factor scores at baseline or on the variable of family 
history of psychiatric disorder (not shown in table 1). 


DISCUSSION 


The potency of placebo medication has been re- 
ported for conditions as diverse as cancer, diabetes, 
and the common cold. Pill-giving itself has been be- 
lieved to play a specific role in this response, although 
we are unaware of attempts to demonstrate this. It is 
also unclear what elements maintain such improve- 
ment once achieved. Our findings suggest that, at 
least in our study group of patients with mild, mood- 
reactive, chronic depression, maintenance of placebo 
response does not require continued pill-taking or con- 
tinued ignorance about the nature of the pill adminis- 
tered during the time when improvement occurred. 

Analysis of demographic variables indicates that 
currently married patients may be more likely than 
others to maintain response to placebo medication. 
Given the number of comparisons made, this finding 
must be considered tentative and requires replication. 
It is possible, however, in view of our patients’ sensi- 
tivity to rejection and mood reactivity, that spouses 
may be relieved that the patient has sought help and 
shown some beneficial change. This might in turn lead 
to improved marital interaction and thus promote and 
maintain “spontaneous” remission. 

The placebo response observed might be due to the 
phasic nature of depressive disorder and might reflect 
sponzaneous improvement as the episode drew to a 
conclusion. Also, our study group could have included 
many patients with seasonal mood disorder whose de- 
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pression ended in the spring. We have some data to 
address these points. Midway through zhe S-year data 
collection period, we added ratings on phasic versus 
chronic course of illness and cn seasona.ity of depres- 
sion. Of the 23 10-day placebo responders for whom 
we have such ratings, two were judged as having def- 
inite phasic illness, six as having probable phasic ill- 
ness, and 15 as definitely not phasic. None was rated 
as having definite seasonal depression, :wo were rated 
as having probable seasonal depression, and the rest 
were rated as having nonseasonal depression. In view 
of these findings, our overall results dc not appear to 
be due to a preponderance of patients with phasic 
and/or seasonal depressive disorder. 

Our data directly address the role of placebo pills in 
maintaining placebo response. They also raise but do 
not resolve the question of whether pills are necessary 
in the initiation of placebo response ir. depressed pa- 
tients eligible for medication trials. In view of the in- 
frequency with which :rue placebo -esponders are 
identified (it took us 5 years to find 58 patients whom 
clinicians considered sufficiently improved and who 
had no ancillary symptoms such as panic attacks so 
that medication discontinuation was clinically accept- 
able), the 50% relapse rate after clinical improvement 
occurred, and the additional burden in terms of time 
and “blindness? imposed on patients, the standard 
procedure of an initial 10-day placebo washout should 
be reconsidered in designing antidepressant clinical tri- 
als. This recommendation is reinforced by the recent 
report of Reimherr et al. (10) that the placebo washout 
may have unpredictable or confouncing effects; in 
their study, removal of “hidden” 10-cay placebo re- 
sponders from a 6-week double-blind tzal actually di- 
minished differences between placebo and active treat- 
ment groups. 

In summary, continued pill-taking does not appear 
to play a substantial role in maintaining a placebo re- 
sponse, once achieved. With the possible exception of 
marital status, baseline characteristics were not useful 
predictors of relapse after improvemer. following 10 
days of single-blind placebo administration. We wish 
to emphasize that our study group did not include 
severely depressed, melancholic patients or those 
with acute depressions, to whom our findings may not 


apply. 
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Outcome of Patients With Chronic Affective Disorder: 
A Five-Year Follow-Up 


William Coryell, M.D., Jean Endicott, Ph.D., and Martin Keller, M.D. 


Patients with major depression, mania, or schizo- 
affective disorder that had been present without re- 
mission for 2 years or more at intake (N=129) were 
followed prospectively for 5 years, as were 580 pa- 
tients who had been ill for shorter periods at intake. 
Despite very substantial durations of episode, three- 
quarters of the chronic patients recovered, although 
recovery occurred much later in the follow-up period 
than it did among the nonchronic patients. Factors 
associated with recovery were less severe illness at in- 
take, lack of psychotic features, good friendship pat- 
terns in adolescence, and, most important, a relatively 
high maximum level of functioning in the 5 years pre- 
ceding intake. 

(Am J Psychiatry 1990; 147:1627—1633) 


rognosis, among the most important judgments 

made by physicians, assumes even greater signifi- 
cance when an illness involves a wide range of possible 
outcomes and when persistent disability has already 
occurred. In the case of affective disorders, the course 
of illness can range from one of rapid and sustained 
recovery to one of unremitting symptoms with 
chronic, profound impairment. Moreover, chronicity, 
when already present, encourages hopelessness; these 
patients and their families are often painfully in need 
of assurances that recovery will eventually come. 

The proportion of patients with chronic affective 
disorder varied widely in follow-up studies done be- 
fore the widespread use of antidepressants, but one 
review (1) found that an average of 28% of subjects 
were considered unchanged on follow-up. Although 
the results of studies done since antidepressants be- 
came available have also been variable (2—11), a sub- 
stantial portion of these studies have also found rates 
of chronicity above 20%. There is little consensus 
about predictors of chronicity. Only two baseline fea- 
tures—chronicity already present (6, 7) and psychotic 
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features (6, 9}—were associated with subsequent chro- 
nicity in at least two of these more rezent studies. 

Only the follow-up study by Akiskal et al. (5) at- 
tempted to predict the outcome among patients who 
had already been ill for 2 or more years when first 
evaluated. Within this group, patients with “subaffec- 
tive dysthymia,” characterized by eazly onset and a 
prior history of good response to antidepressants, had 
relatively good outcomes, similar to these for patients 
with episodic (nonchronic) unipolar depression and 
substantially better than those for other chronic pa- 
tients. Apparently, prior response to antidepressants 
was the operative variable, since patients with charac- 
ter spectrum disorder, marked by eazly onset and a 
poor prior response to antidepressants, were the most 
likely of the chronic groups to experience poor out- 
comes. Unfortunately, follow-up here was not system- 
atic, and continued surveillance depended on contin- 
ued clinic attendance. Moreover, the predictor variables 
tested were largely limited to diagnastic categories, 
some of which have not been widely used elsewhere. 

The National Institute of Mental Health Collabora- 
tive Program on the Psychobiology ct Depression— 
Clinical Studies has now completed a 5-year, prospec- 
tive, semiannual follow-up of a large cohort of patients. 
Many of these patients were already chronically ill at 
the baseline evaluation. The extent of this evaluation 
and the high intensity of the surveillance during fol- 
low-up provided an unusual opportunity to address 
the following questions. What <linical features set 
chronically ill patients apart from patients who have 
been ill for lesser periods? Are chronically ill patients 
less likely to recover witnin a 5-year follow-up period, 
and do those who recover take longer to do so? Fi- 
nally, what clinical features characterize the chronic 
patients who fail to recover? 


METHOD 


Earlier reports have detailed our recruitment meth- 
ods and selection criteria (11, 12). Briefly, patients 
presenting to inpatient and outpatient facilities at five 
different centers (Harvard University ir Boston, Rush- 
Presbyterian-St. Luke’s Medical Center in Chicago, 
University of Iowa College of Medicinz in Iowa City, 
Columbia University in New York, and Washington 
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RECOVERY FROM CHRONIC AFFECTIVE DISORDER 


University School of Medicine in St. Louis) were in- 
vited to participate if they met the Research Diagnostic 
Criteria (RDC) (13) for major depressive disorder, ma- 
nia, or schizoaffective disorder, depressed or manic 
type. The patients selecced were white and were 17 
years of age or older, spoke English as their primary 
language, had IQs of at least 70, had no evidence of 
organic mental discrder or any obvious terminal med- 
ical disease, lived in the area (were not transients), had 
knowledge of both of their biological parents, and pro- 
vided written consent for participation. Selection pro- 
cedures were designed to fill certain diagnostic cells 
with all eligible patients approached. 

When they entered the study, all patients who had 
been in an episode of schizoaffective disorder, major 
depression, or mania without remission for at least 
2 years were considered to have a chronic affective 
disorder. Many subjects had not exhibited a full syn- 
drome of major depression or mania throughout those 
episodes. However, when dating onset, raters made 
efforts to distinguish a prodrome of a major affective 
disorder from a chronic intermittent depression pre- 
ceding an episode of major depression. Thus, if in- 
termittent dysphoria or a chronic minor depression 
preceded the onset of a full major depressive syndrome 
by 2 or more years, onset was dated from the be- 
ginning of the full major depressive syndrome. More- 
over, if a lengthy perioc of intermittent dysphoria in- 
tervened between two periods of major depression, 
duration included only the more recent period of ma- 
jor depression. 

For the analyses we combined patients with major 
depression or mania wita their schizoaffective counter- 
paris. We have noted elsewhere the considerable data 
showing that RDC schizoaffective disorder identifies a 
mixed group composed mainly of patients with affec- 
tive disorder (14). For simplicity, we also combined 
patients who were manic at intake with those who 
were depressed. We sought to determine whether these 
diagnostic distinctions interacted with other baseline 
features to predict outcome among chronically ill 
patients. 

The raters included psychiatrists, doctoral-level psy- 
chologists, and other individuals with at least bache- 
lor’s-level training in related fields. All completed a 
standard 2-month training period and subsequently 
participated in periodic training sessions involving rat- 
ers from all centers. All diagnoses and clinical ratings 
were monitored agains: clinical narratives by senior 
raters locally and again by “expert” raters at the New 
York and Boston centers. This ensured fidelity across 
the participating centers to established rating conven- 
tions and to diagnostic criteria, Rating consistency was 
formally measured in several studies that have been 
described elsewhere (15—18). 

During the index admission or within several out- 
patient visits, raters completed an intake battery that 
included the Schedule for Affective Disorders and 
Schizophrenia (SADS) (19). Raters also reviewed all 
available medical records and interviewed informants 
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when necessary; individual SADS and RDC ratings re- 
flected information from all these sources. Although 
diagnoses were revised at discharge on the basis of any 
newly available information, the present report uses 
only the diagnoses established at the initial evaluation. 
This database, therefore, resembles that which is avail- 
able to a clinician as he or she completes a particularly 
thorough initial evaluation. 

Each subject also provided information describing 
all of his or her first-degree relatives according to the 
Family History Research Diagnostic Criteria (FH- 
RDC) format (20). A subset of probands (N=614, 
64%) entered a family study (12) in which all living 
first-degree relatives over the age of 17 were inter- 
viewed directly with a SADS—Lifetime Version for- 
mat. In the present study we used a consensus diagno- 
sis for relatives, which reflects results of the FH-RDC 
and of the direct SADS-L interview when these were 
available. 

Probands participated in subsequent follow-up in- 
terviews conducted at 6-month intervals. Raters used 
the Longitudinal Interval Follow-up Evaluation (LIFE) 
(21) and, after the second year, the LIFE-II (available 
on request from the first author). They referred to both 
patient responses and medical records to quantify 
symptom levels, treatment, and psychosocial adjust- 
ment during the follow-up interval. Both instruments 
tracked psychopathology by syndrome, with special 
attention to the timing of recovery and relapse. Ac- 
cording to the LIFE and LIFE-II formats, “recovery” 
required 8 consecutive weeks during which no more 
than two criterion symptoms were present to no more 
than a mild degree. “Relapse,” then, implied preexist- 
ing recovery and occurred only when patients again 
met the full criteria for the corresponding disorder. 

We realized that this definition is arbitrary and that 
the word “recovery” may carry the unwarranted im- 
plication that the subsequent course has been symptom 
free. On the contrary, many patients recover but then 
relapse and become chronically ill (7). Many clinicians 
think of recovery as a more sustained symptom-free 
state and, accordingly, in the analyses we also used 
alternative definitions of recovery. One definition sim- 
ply extends the required symptom-free period to any 6 
months, while the third, most stringent definition re- 
quires that the final 6 months be symptom free. 

Treatment decisions were made by patients and their 
therapists and were in no way generated by the study 
protocol. Treatment was thus entirely naturalistic but 
was nevertheless carefully monitored. To facilitate 
analyses, the i investigators developed 5-point summary 
scales to quantify the intensity of treatment appropri- 
ate for depression, for mania, and for psychotic affec- 
tive disorder. In the analyses, any administration of a 
tricyclic antidepressant, a monoamine oxidase inhibi- 
tor (MAOI), lithium, ECT, or alprazolam was consid- 
ered to be “at least some” antidepressant therapy. At 
least 300 mg/day of imipramine or the equivalent dose 
of another tricyclic antidepressant, 60 mg/day of 
phenelzine or the equivalent dose of another MAOI, or 
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TABLE 1. Baseline Characteristics and Recovery Among 129 Patients With Chronic Affective Disorder Followed for 5 Years—Continuous 


Measures 


Recovered During Any 8-Week Period 


Yes 
(N=100) 

Variable Mean SD 
Age at intake (years) 38.9 14.5 
Age at first episode (years) 24.9 14.2 
Age at first outpatient treatment (years) 24.3 15.3 
Duration of episode at intake (weeks) 292.5?” 219.4 
Global Assessment Scale score at intake 41.35 12.3 
Rating of adolescent friendship pattern! 3.0f 1.0 
Rating of healthiest overall functioning in 

5 years before intake 2.9" 1.0 
Rating of best level of social relations in 5 

years before intake’ 2.9% 1.0 


at=—1.9, df=127, p=0.06. 

Þt=3,1, df=127, p=0.002. 

“t=3.2, df=61, p=0.002. 

4+=—1.9, df=126, p=0.05. 

“Scale of 1-6; 6=grossly inadequate. 
ft=2.7, df=126, p=0.007. 


two ECTs in a week were considered to be “vigorous” 
antidepressant therapy. 

The univariate analyses included the baseline varia- 
bles that, from our review of the literature, were po- 
tentially predictive of outcome in this sample. If cate- 
gorical comparisons involved expected values less than 
5, we used Fisher’s exact test; otherwise we used chi- 
square tests with Yates’ correction. 

Two-tailed statistical tests were used throughout. 
However, since directional hypotheses were available 
for most of these variables, the p values for statistical 
significance were not adjusted for chance findings. We 
used, instead, logistic regression analysis to identify the 
baseline variables that remained predictive after statis- 
tical control for other apparent predictors. 

Kaplan-Maier life table methods (22) were used to 
determine times to recovery and relapse. Generalized 
Wilcoxon tests were then used for the four group com- 
parisons. Since these techniques described all subjects 
up to the point at which they left the study, the effects 
of censored data were minimized, and group sizes re- 
flected all subjects who began the study. This accounts 
for a disparity in cell sizes between the life table anal- 
yses and the analyses that specified completion of fol- 
low-up. Since the mean times to recovery and relapse 
from these life tables incorporated information on 
dropouts, they did not generate standard deviations. 


RESULTS 
Chronic and Nonchronic Affective Disorder 

Of 942 patients who entered the study with major 
depression, mania, or schizoaffective disorder, 166 


(17.6%) had episodes at intake that had exceeded 2 
years. When compared to the remaining, nonchronic 
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Recovered During Fina! 6-Month Period 


No Yes No 
(N=29) iN=49) (N=80) 

Mean SD Mezn SD Mean SD 
37.5 13.9 41.74 15.4 36.7% 13.4 
26.6 12.4 29.7 13.9 24.1 11.6 
27.3 12.9 30.3 15.0 24.5 12.2 
443.2?” 255.8 303.6 253.2 340.4. 244.8 
34.6° 9.0 42.49 12.3 38.3 11.5 
3.6! 1.2 3.0 £2 3.2 1.1 
4.25 1.3 2.93 4 3.4! 1.2 
41k 1.0 3.0! 1.1 3.4! 1.2 


BScale of 1—6; 6=major impairment. 
ht=4.7, df=36, p=0.0001. 

't=2.2, df=125, p=0.03. 

Scale of 1-7; 7=grossly inadequate. 
Kt=5.0, df=127, p=0.0001. 

lt=2.1, df=127, p=0.04. 


patients by the retrospective variables listed in tables 1 
and 2, chronic patients had, of course, been ill for a 
significantly longer period; mean values for chronic 
and nonchronic patients were 6 years (meant+SD= 
314.1+235.1 weeks) and 7 months (31.2+24.2 weeks), 
respectively (t=15.5, df=165, p=0.0001). These two 
groups were not evenly distributed across study cen- 
ters—chronic patients were underrepresented at the 
Iowa center, where only 23 (9.4%) of 244 patients 
were chronic, compared to 143 (20.5%) of 698 in the 
remaining centers (y*=15.2, df=1. p=0.0001). 

The 166 chronic patients were significantly less 
likely to be manic at intake than were the 776 non- 
chronic patients (N=17, or 10.2%, ara N=134, or 
17.3%, respectively; y7=5.0, df=1, p=0.03), but the 
chronic patients were significantly more likely than the 
nonchronic patients at intake to have delusions or hal- 
lucinations (N=56, or 33.7%, and N=156, or 20.1%, 
respectively; y7=14.6, df=1, p<0.0001), a diagnosis 
of schizoaffective disorder (N=23, or 13.9%, and N= 
43, or 5.5%, respectively; y7=14.5, df=1. p<0.0001), 
or cycling between mania and depressioa within the 
index episode (N=43, or 25.9%, and N=89, or 
11.5%, respectively; y°=23.6, df=1, p<0.0001). Fi- 
nally, the chronic patients had been significantly more 
symptomatic during their healthiest period in the pre- 
ceding 5 years (t=9.4, df=209, p=0.00U1). 

On follow-up, the patients witk chronic affective 
disorder experienced much longer times to recovery 
than did their nonchronic counterparts (gure 1). The 
likelihood of recovery was greatest in the first year of 
follow-up for both chronic and nonchronic patients, 
but the proportion who recovered increased much 
more gradually among the chronic patients. Conse- 
quently, group differences in ouzcome were larger at 1 
year, when 76.4% (N=535) of 700 nonchronic pa- 
tients and 46.6% (N=69) of 148 chronic patients had 
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TABLE 2. Baseline Characteristics and Recovery Among 129 Pa- 
tients With Chronic Affective Disorder Followed for 5 Years—Cate- 
gorical Measures 


Patients Who Recovered 


During During 
Any Final 
8-Week 6-Month 
Period Period 
(N=100) (N=49) 
Variable N N % N % 
Sex 
Female 72 56 77.8 26 36.1 
Male . 57 44 77.2 23 40.4 
Marital status 
Married 53 45 85.0 25 47.2 
Never married 47 34 72.3 12 25.5 
Widowed 4 3 75.0 2 50.0 
Divorced or separated 25 18 72.0 10 40.0 
Type of disorder l 
Bipolar 29 20 69.0 7 24.1 
Nonbipolar 100 80 80.0 42 42.0 
Mood at intake 
Manic 11 6 54.6 1 9.1° 
Depressed 118 94 79.7 48 40.7° 
Cycling during index episode 
Present 33 25. 75.7 10 30.3 
Absent l 96 75 78.1 39 40.6 
Prior history of nonaffective 
disorder 
Present 47 35 74.5 14 29.8 
Absent 82 65 79.3 35 42.7 
Schizoaffective disorder at 
intake 
Present 18 8 44.4? 3 16.7 
Absent 111 92 82.9? 46 41.4 
Any psychosis at intake 
Present 47 30 63.85 14 29.8 
Absent 82 70 85.45 35 42.7 
Schizotypal features 
Present 14 9 64.3 4 28.6 
Absent 115 91 79.1 45 39.1 
Hallucinations 
Present 24 16 66.7 6 25.0 
Absent 105 89 84.8 43 41.0 
Family history of schizo- 
phrenia 
Present 0 — — — — 
Absent 129 105 81.4 49 38.0 
Family history of depression 
Present 42 37 88.1 13 31.0 
Absent 87 68 76.2 36 41.4 
Family history of mania 
Present 2 2 100.0 1 50.0 
Absent 127 103 81.1 48 37.8 
Family history of alcoholism. 
Present 20 15 75.0 7 350 
Absent l 109 90 82.6 42 38.5 
.P=0.05 , Fisher’s exact tesz. 


p=0.001, Fisher’s exact test. 
°y?=6.8, df=1, p=0.009. 


recovered, than they were at § years when the propor- 
tions who had recovered were 93.3% (N=541) of 580 
and 77.0% (N=97) of 126, respectively. Viewed in 
another way, three-fourths of the nonchronic patients 
had recovered by 50 weeks of follow-up, while 190 
weeks, or nearly 4 vears, had passed before three- 
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FIGURE 1. Recovery From Index Episodes of Patients With Chronic 
or Nonchronic Major Depressive Disorder or Mania’ 
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‘Significant difference between groups (Wilcoxon x7=43.8, df=1, 
p=0.0001). 


fourths of the chronic patients had recovered. Thus, 
chronic patients who did recover took much longer 
than nonchronic patients to do so. 


Predictors of Recovery From Chronic Affective 
Disorder 


Among all patients who had been labeled chronic at 
intake and who completed follow-up, those who re- 
covered for at least 2 months had had shorter episodes 
at intake (table 1), had been less ill according to global 
ratings, had been substantially less impaired when they 
were at their'best in the 5 years preceding intake, and 
had had better friendship patterns in adolescence. Psy- 
chotic features and a schizoaffective diagnosis at intake 
were also powerful predictors of an unremitting course 
(table 2). The proportions of patients who recovered 
did not vary significantly by center; rates within cen- 
ters ranged from 72.2% to 87.0% for any 2-month 
recovery and between 22.7% and 46.7% for the most 
narrowly defined recovery. 

These same baseline variables, and only these vari- 
ables, significantly predicted recovery when it was de- 
fined as at least 6 consecutive symptom-free months. 
However, when the definition was most stringent and 
required that the symptoms be absent or only minimal 
during the final 6 months, duration of the intake epi- 
sode, the presence of psychotic features, and friendship 
patterns during adolescence ceased to be significant 
predictors. The remaining variables that had strongiy 
predicted 8-week and 6-month recovery periods occur- 
ring at any time were only weakly associated with re- 
covery status during the final 6 months. Only one vari- 
able significantly predicted recovery during the final 6 
months but did not predict recovery during any 
8-week period; chronic patients who were manic at 
intake were particularly unlikely to be in a sustained 
recovery at the end of follow-up. 

The baseline measures that were significantly asso- 
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ciated with 8 or more weeks of recovery (tables 1 and 
2) were entered as independent variables into a step- 
wise logistic regression analysis. Healthiest overall 
functioning during the 5 years preceding intake (SADS 
item 1245) entered the model first (y?=19.0, r= 
—0.36, p<0.0001). None of the other variables ac- 
counted for significant additional variance, although 
best level of social relations during the 5 years preced- 
ing intake (SADS item 1242) approached this thresh- 
old (y7=3.1, r=—0.09, p=0.08). 

In contrast, neither of these items predicted 8-week 
recovery among patients who were not considered 
chronic at intake. The 541 nonchronic patients who 
recovered had had ratings for healthiest overall func- 
tioning in the 5 years preceding intake that were al- 
most identical to those of the 39 who did not recover 
(meant+$D=2.3+0.9 and 2.2+0.9, respectively). Rat- 
ings for the best level of social relations preceding in- 
take were also almost identical (2.9+1.0 and 2.8+1.1, 
respectively). 

We extended analyses of one variable, healthiest 
overall level of functioning that was characteristic of 
the subject for at least a few months during the last 5 
years, since this accounted for so much of the variance 
in outcome. The first two levels of this 6-point scale 
specify 1) “absent or minimal symptoms” and 2) “no 
more than slight impairment in functioning; varying 
degrees of everyday worries and problems that some- 
times get out of hand.” The third level specifies “some 
mild symptoms” or “sorme difficulty in several areas of 
functioning, but generally functioning pretty well; has 
some meaningful interpersonal relationships and most 
untrained people would not consider him ‘sick’.” Re- 
covery rates for patients with each of these first three 
ratings were almost identical; of 79 with ratings of 1, 
2, or 3, 72 (91.1%) recovered. Recovery rates dropped 
substantially for the fourth level, “moderate symptoms 
or generally functioning with some difficulty”; 22 
(71.0%) of 31 patients with this rating recovered. Dec- 
rements in recovery rates continued and were more 
marked for levels 5 and 6. The fifth level specified 
“any serious symptoms or impairment in functioning 
that most clinicians would think obviously require 
treatment or attention,” and level 6 described “‘major 
impairment in several areas such as work, family rela- 
tions, judgment, thinking, or mood” or “some impair- 
ment in reality testing or communication.” Recovery 
occurred in only four (36.4%) of 11 patients with a 
rating of 5 and in only one (16.7%) of six patients with 
a rating of 6. 


Treatment 


Intensity of treatment at the beginning of follow-up 
did not predict clinical state at the end of follow-up. As 
we have noted, of the patients who were chronically ill 
when they entered the study and who completed the 
study, 49 were free of symptoms of major affective 
disorder throughout the final 6 months. Almost all of 
these patients (N=46, or 93.9%) and almost all of the 
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80 nonrecovered patients (N=73. or 91.3%) had re- 
ceived 4 consecutive weeks of at least some antidepres- 
sant treatment during the first 2 years of follow-up. 
Also during this period, 31 (63.3%) of the 49 recov- 
ered patients and 55 (68.8%) of the 80 nonrecovered 
patients had received a vigorous level cf treatment for 
at least 4 consecutive weeks. The hizhesz level of treat- 
ment received for 4 consecutive weeks was identical in 
these two groups; the meantSD was 2.8+1.2 for 
those who would have a sustained <eccvery as well as 
for those who would not. The mean+SD number of 
weeks of any antimanic treatment during those first 2 
years was 21.0+34.0 for the patiencs who would have 
a final sustained recovery and 33 5+29.4 for those 
who would not (a nonsignificant difference). 

Treatment during the months immed:ately preced- 
ing recovery was not particularly aggressive. Among 
73 patients with at least one 6-monrh recovery period, 
the highest mean+SD antidepressant score for any 
consecutive 4-week period in the 2 months immedi- 
ately preceding the first such recovery was 1.71.4. 
The average study week at whick this first 6-month 
recovery occurred was week 70; analysis that focused 
on weeks 62 through 70 for patients with no 6-menth 
recovery revealed an almost identical highest mean an- 
tidepressant score, 1.7+1.5. Twentr-three (31.5%) of 
these recovered patients received az least 4 weeks of 
vigorous antidepressant therapy duzing the 2 months 
preceding recovery, while an almos- identical propor- 
tion (N=11, or 28.9%) of the 38 nonrecovered pa- 
tients had equivalent amounts of treatment between 
weeks 62 and 70. Corresponding numbers for patients 
who received any ECT during these >eriads were 19 of 
384, or 5.0%, for those who did recover within 2 
months and three of 79, or 3.8%, zor zhose who did 
not. 


DISCUSSION 


Despite 2 or more years of unremittirg major aftec- 
tive disorder before intake, three-quarters of these pa- 
tients recovered for at least 8 weeks. Viewed in another 
way, however, nearly one-quarter never experienced 2 
or more symptom-free months despire a follow-up of 5 
years, and the chronic patients who did recover did so 
substantially later in fo.low-up than did the nən- 
chronic patients. Thus, chronicity prediczed chronicity, 
even among patients who eventually recavered. Clini- 
cians should, therefore, advise both optimism and pa- 
tience. Optimism must be dampened when recovery 
has not occurred within 1 year of prospective obser- 
vation, and recovery in the coming several years is 
particularly unlikely for those whe havz remained ill 
during 2 years of follow-up. 

The prediction of such an outcome hes obvious im- 
portance. Although univariate anclyses revealed a 
number of significant predictors, many of these were 
highly intercorrelated; a single variatle—the healthiest 
overall level of functioning during the 5 years preced- 
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ing intake—accounted for almost all of the explained 
variance in outcome. This itern may have reflected the 


duration of serious impairment more meaningfully — 


than did duration of episode per se. As mentioned be- 
fore, the latter measure is arbitrarily delimited by the 
occurrence of any symptom-free period of 8 weeks or 
more. Consequently, an episode might be considered 
short despite many years of illness if only a single brief 
but recent symptom-free period has occurred. On the 
other hand, if the best period from a lengthy time span 
“was marked by impairment, illness has probably been 
truly sustained. 

Patients who ended follow-up with a sustained re- 
covery were apparently not treated more vigorously at 
the outset, nor did relatively aggressive treatment pre- 
cede the first sustained (6-month?) recovery. The ab- 
sence of associations Letween intensity of treatment 
and outcome may reflect several factors. First, the 
methods used here to summarize intensity of treatment 
may have been too general and may have obscured 
relationships between the vigorous application of par- 
ticular treatments and recovery from chronic condi- 
tions. Second, chronic conditions may be more treat- 
ment resistant, in large part through selection; many 
patients may in fact be chronic because they have been 
treatment resistant before their index assessment. For 
such patients, the natural processes leading to recovery 
may have relatively greater importance than they do 
for patients who are less chronically ill and therefore 
less likely to be inherently resistant to treatment. 

Baseline measures only weakly predicted sustained 
recovery at the end of follow-up but were more pre- 
dictive of a 6-month symptom-free period occurring at 
some point in follow-up. Clinical measures may pre- 
dict the near future more robustly than they predict 
more distant outcomes. Important intervening devel- 
opments are more likely to accumulate with the pas- 
sage of time. Previously unipolar or nonpsychotic pa- 
tients may, for instance, become manic or delusional 
during follow-up. 

Finally, the conclusicn that recovery from these con- 
ditions is very likely must be tempered by the finding 
that it is much less so if defined more strictly. Only 
slightly more than one-third of the chronic patients 
were in a sustained (at least 6 months) recovery at the 
end of follow-up. Indeed, two-fifths of the patients 
who entered the study with a nonchronic condition 
were symptomatic during the final 6 months. Thus, 
although symptom-free periods are quite likely in the 
course of major affective disorder, even in previously 
chronic conditions, truly sustained remissions are 
much less frequent, at least within a 5-year period. The 
associated impairment is persistent and substantial, 
and, given the overall prevalence of the major affective 
disorders in the United States (23), these illnesses 
clearly constitute a major public health problem. Even 
sO, sustained recovery may become more likely with 
the further passage of time. This is one of the possibil- 
ities that press us to extend this follow-up beyond 5 
years. 
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Late Luteal Phase Dysphoric Disorder in Young Women 


Ana D. Rivera-Tovar, Ph.D., and Ellen Frank, Ph.D. 


The authors determined the prevalence of late luteal 
phase dysphoric disorder in 217 university women 
aged 17-29 years. Unaware of the focus on premen- 
strual syndrome (PMS), the participants rated DSM- 
III-R symptoms of late luteal phase dysphoric disorder 
over 90 days. Using a 30% or greater premenstrual 
change as an index of luteal variation, the authors 
found that 10 women (4.6%) met the symptom criteria 
during two menstrual cycles. Compared to 25 young 
women seeking treatment for PMS who met the same 
diagnostic criteria, the 10 women from the university 
sample reported significantly less fatigue and impaired 
concentration and somewhat less severe depression 
and overall symptoms. 

(Ani J Psychiatry 1999; 147:1634—-1636) 


stablishing the prevalence of premeristrual syn- 
drome (PMS) on the basis of existing data is 
difficult because of the 1) lack of agreement on the 
syndrome’s definition, 2) failure to differentiate pre- 
menstrual symptoms from a syndromal condition, and 
3) past reliance on retraspective diagnoses in estimat- 
ing prevalence rates. While depression and irritability 
are among the most common emotional manifesta- 
tions of the condition (1, 2), researchers have not al- 
ways focused on a similar subset of symptoms, and the 
lack of a common definition of PMS has led to dispar- 
ate estimates of its occurrence, ranging from 20% (3) 
to 50% (4) of women. The recent inclusion of diag- 
nostic criteria in the appendix to DSM-III-R, under the 
heading of Late Luteal Phase Dysphoric Disorder, has 
established guidelines for clinicians and researchers 
that can further systematic research in this area. 
Prevalence rates based on retrospective data are 
highly questionable, since approximately 50% ` of 
women who report histories of premenstrual changes 
fail to confirm these reports when they complete pro- 
spective daily ratings over several months (5). Only 
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Haskett has used prospective ratings and a rigorous 
application of the DSM-III-R criteria in a community 
survey (R.F. Haskett, unpublished data, 1987). He 
found that late luteal phase dysphoric disorder oc- 
curred in only 3.4% of women of reproductive age. 
This estimate is quite different from earlier figures 
based on retrospective self-reports and needs to be sub- 
stantiated by additional prospective epidemiological 
data. 

The average age at onset of the syndrome has also 
been subject to speculation, as PMS was once thought 
to be an affliction of women over 30. Older women did 
in fact predominate in many study settings, such as 
gynecological outpatient clinics, which led to the belief 
that PMS was more common in mature women (6), 
despite studies that found no relationship between 
prevalence and age (7, Haskett). As yet, however, no 
prospective study has specifically examined the extent 
or nature of late luteal phase dysphoric disorder in 
younger women. In our investigation we evaluated this 
research question in a nonclinical sample, using a de- 
sign intended to overcome several of the limitations of 
previous studies. 


METHOD 


The subjects were 217 female university students 
fulfilling a research participation requirement for an 
introductory psychology course in which they were en- 
rolled. Pregnant women, women taking oral contra- 
ceptives or any medication on a daily basis, and those 
with chronic health problems were excluded. The 
women ranged in age from 17 to 29 years (mean 
+SD=18.5+1.8), were predominantly Caucasian 
(94%, N=205), and were regularly menstruating 
(cycles=21—35 days). Although an initial sample of 
335 participated in symptom monitoring, the 84 
women who supplied data on only one menstrual cycle 
arid the 34 whose cycles were irregular (<21 or >35 
days) were not included in the final sample. Those 
women did not differ from the final sample on any 
demographic variable. 

The subjects were informed that the study was in- 
vestigating the occurrence of emotional and physical 
changes in relation to life events in young women. Our 
interest in premenstrual symptoms was not disclosed 
at recruitment in order to 1) prevent biasing the sample 
toward women who believed they suffered menstrually 
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related problems and 2) reduce the possible tendency 
to respond according to stereotypic beliefs about the 
deleterious effects of menstruation on mood and per- 
formance (8). Eligible participants were asked to rate 
the occurrence of 33 physical and emotional symptoms 
(including DSM-III-R symptoms of late luteal phase 
dysphoric disorder) daily over 90 days using a 6-point 
rating scale, ranging from 1 (no symptom or change) 
to 6 (extreme change). The 90-day rating period was 
used to ensure the collection of data on at least two 
menstrual cycles. The self-report instrument (Daily As- 
sessment Form) also asked the participants to indicate 
any significant life events, the use of alcohol or medi- 
cation, and whether or not they were menstruating. 

The diagnosis of late luteal phase dysphoric disorder 
was determined by applying a rigorous percent-change 
criterion. Scores on the items on the Daily Assessment 
Form that corresponded to each of the 10 symptoms of 
the DSM-III-R criteria were summed and averaged 
over the 7 days before menses (premenstrual week) 
and the 7 days after the cessation of merises (postmen- 
strual week). For each symptom, the difference be- 
tween the premenstrual average and the postmenstrual 
average (premenstrual minus postmenstrual) was di- 
vided by the postmenstrual average and expressed as 
percent change. A subject met the diagnostic criteria 
for a given cycle if the averages for at least five of the 
10 symptom areas showed a 30% or greater premen- 
strual increase in severity and if all postmenstrual av- 
erages were less than 3. In an attempt to exclude cases 
of chronic symptoms that were heightened premen- 
strually (premenstrual magnification), symptoms with 
a postmenstrual average score higher than or equal to 
3 (signifying “mild” distress) were excluded. A positive 
diagnosis also required that at least one of the five 
symptoms be one of the first four symptoms listed in 
the DSM-III-R criteria (mood lability, irritability, anx- 
iety, or depressed mood) and that the subject meet the 
criteria during at least two menstrual cycles. 

To determine the differences between women who 
do and do not seek treatment for PMS, we compared 
the symptoms of the undergraduates who met our syn- 
drome criteria with those of a clinic sample of 25 
women under age 30 with prospectively confirmed late 
luteal phase dysphoric disorder. Although similar in 
age range, the clinic women were significantly older 
than the undergraduate sample (mean+SD=25.4+3.2 
versus 18.5+1.8; z=2.74, p=0.006, Mann-Whitney U 
test). The diagnoses for the clinic sample were derived 
with the same rating instrument and symptom criteria 
as those just outlined. Mann-Whitney U tests were 
used to compare the distributions and evaluate 
whether the treatment seekers’ symptoms were more 
severe than those of the undergraduate sample. 


RESULTS 


Iri our sample of 217 female undergraduates, 10 
women (4.6%) met all the criteria for the diagnosis of 
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TABLE 1. Symptom Severity in Young Women With Late Luteal 


Phase Dysphoric Disorder Who Did or Did Not Se2k Treatment 


Score on Daily 
Assessmenz Form” 


Treatment University Mann- 
Seekers Sample Whitney 
(N=25) (N= 10) U Test 
Premenstrual a M 
Symptom Mean SD Mean SD Z p 
Physical discomfort 2.52 9.9 2.17 0.7 — — 
Depression 2.76 11 215 07  —1.55 0.06 
Social withdrawal 2.00 1.0 1.98 0.8 — — 
Irritability 3.13 12 2.65 1.0 — — 
Fatigue 3.10 12 2.35 0.7  —1.75 0.04 
Mood swings 3.15 13 2.82 10 — — 
Anxiety 2.89 12 2.62 0.9 — — 
Concentration 
difficulties 3.00 12 2.15 0.7  —1.83 0.03 
Increased appetite 2.78 14 233 09 — — 
Decreased sleep 207 13 233 12 — — 
Increased sleep 2.50 1.2 1.94 1.0  —1.28 0.10 
Total 2.58 C.7 2.22 0.6  —1.38 0.08 


*1=no symptom or change, 6=extreme change. 
ymp 8 5 


late luteal phase dysphoric disorder. The mean age of 
these 10 women was 20.3+4.5 years. Nine reported 
mild premenstrual symptcms, and only ne woman’s 
symptoms fell in the moderate-to-severe category (av- 
erage premenstrual total of 4 on a 6-point scale). 

The premenstrual symptom severity ratings for the 
undergraduates and clinic sample are displayed in ta- 
ble 1. The young college women reportec significantly 
less fatigue and concentration difficulties than the 
clinic women. In addition, there were nearly significant 
differences in depression, increased sleep, and overall 
premenstrual symptoms. 


DISCUSSION 


Our results indicate that late lutea! phase dysphoric 
disorder, when strictly and carefully defined, is rela- 
tively rare; it was found in only 4.6% ct the young 
college women we studied. This modest estimate is 
consistent with the 3.4% found by Haskett in a pro- 
spective epidemiological study of premenstrual 
changes among women of reproductive age in a com- 
munity sample. This finding underscores the impor- 
tance of using specific criteria to differentizte between 
premenstrual symptoms anc the less common premen- 
strual syndrome. While isolated or minor premenstrual 
changes are reported by at least 75% of women (9- 
12), such cases do not signal the preserce of a syndro- 
mal condition that may disrupt daily activities. Al- 
though college women may not be completely 
representative of the population of late adclescent and 
young adult women, our large sample, prospective rat- 
ings, rigorous diagnostic criteria, and blincing of sub- 
jects to our focus on the menstrual cvcle reduced the 
bias inherent in earlier studies. The present findings, 
therefore, contradict previous indications that late 
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luteal phase dysphoric disorder is primarily an afflic- 
tion of women over 30 and suggest that when strict 
criteria are used, the rate of PMS is quite low. 

The finding that women seeking help for late luteal 
phase dysphoric disorder had more severe depression, 
fatigue, impaired concentration, and overall symptoms 
than undergraduates who met the symptom criteria 
may be a direct result of selection factors, since help 
seekers would tend to be more debilitated by symp- 
toms. An alternative hypothesis, however, is that the 
severity of symptoms increases over time, thus ac- 
counting for more severe symptoms in the somewhat 
older clinic sample. Longitudinal studies may be able 
to answer questions about the natural course of this 
cyclical disorder and examine whether women with a 
milder syndrome in late adolescence and early adult- 
hood are at risk for increased distress in the future. If 
this pattern were demonstrated, early identification of 
the syndrome and prempt initiation of effective pre- 
ventive strategies would be warranted. 
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A Longitudinal Study of Psychotropic Prescriptions 
in a Teaching Nursing Home 


Melinda S. Lantz, M.D., Andre Louis, M.S.W., 
Gail Lowenstein, M.D., and Gary J. Kennedy, M.D. 


This study clarifies the methodological pitfalls of us- 
ing cross-sectional data to characterize episodic and 
continuous patterns of prescribing psychotropic med- 
ications in nursing homes. Although more than half of 
the residents in a teaching nursing home received a 
psychotropic drug during their 5 years of residence, 
less than one-quarter were continuously medicated. 
The authors conclude that although the rates of psy- 
chotropic prescriptions are an important entry point 
for concerns about quality and appropriateness of psy- 
chotropic administration to older nursing home resi- 
dents, longitudinal studies including the prescribing 
pattern, indications, and efficacy are needed to deter- 
mine more clinically meaningful indicators of quality 
care. 


(Am J Psychiatry 1990; 147:1637—1639) 


tudies have focused on the high rates of psycho- 
tropic drug prescriptions among elderly nursing 
home residents. The rates of psychotropic medication 
prescriptions reported have varied from a low of 11% 
of patients in a municipal long-term care facility (1) to 
74% in a large sample of elderly Medicaid nursing 
home residents (2). However, most studies concur that 
half or more of older adults in long-term care facilities 
will receive a psychotropic medication at some time 
(1-13). Most reports confirm the growing concern that 
the elderly nursing home resident is likely to receive 
-not only one but often multiple psychotropic medica- 
tions (12), often in combination with other centrally 
acting agents (2, 4, 7, 12). 
Studies reported to date have involved both small 
and large samples and have surveyed many types of 
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institutions, including proprietary, murccipal, and Vet- 
erans Administration nursing homes. Two recent 
large-scale projects (8, 10) reported hisa prescription 
rates for psychoactive drugs (55%-—65%0) among the 
elderly in intermediate care facilities and rest homes in 
Massachusetts and also commented oz the apparent 
lack of physician supervision and reev=iuation of the 
continued need for medication. These studies provided 
important insights into psychotropic drug prescription 
practices but were limited to cross-sectional reports or 
a maximum surveillance of 1 year. Therefore, only a 
limited view of the chronicity or periodicity of psycho- 
tropic drug administration is available. 

Buck (3), in a survey of Illinois Medicaid records for 
the elderly, assumed that after a patient received a psy- 
chotropic for 6 months tke use became continuous and 
was not likely to change. Ray er al. (2) also reported on 
chronic recipients, suggesting that once placec on a 
regimen of psychotropic medications, nursing home 
residents. were likely to be given these agents indefi- 
nitely. These studies raise questions as t= the patterns 
of psychotropic treatment that can be answered only 
with longitudinal surveillance. 

Our work attempts to delineate patterns of episodic 
versus continuous psychotropic drug treatment over a 
5-year period in a teaching nursing hore in order to 
better characterize and describe the expozure of elderly 
residents to these medications. 


METHOD 


The nursing home studied is a 290-bed, voluntary, 
nonprofit facility, one of four teaching rirsing homes 
affiliated with a college of medicine and izvolved in the 
training of fellows in geriatric medicine and psychia- 
try. The facility has 120 skilled nursing beds and 80 
health-related-facility beds. The mean age of the resi- 
dents is 85 years, and the age range is 54—103 years. 

Data were collected for all 91 patients who resided 
in the nursing home continuously during the study pe- 
riod (1983-1987). Prescribing practice information 
was obtained directly from. the nurses’ records of med- 
ications administered to each patient. The medications 
and doses administered to patients durig a 30-day 
period in each year for 5 consecutive years were ab- 
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TABLE 1. Psychotropic Medication and Number of Drugs Administered to 91 Elderly Nursing Home Residents From 1983 to 1987 


% 


Category and Number e eae 
of Psychotropic Drugs N % N 
Category* 

Any psychotropic 41 45 46 
Antipsychotic 19 21 18 
Antidepressant 11 12 19 
Antianxiety 20 22 15 
Antihistamine 20 22 15 

No psychotropic 50 55 45 

Number of drugs 

One 2 24 27 

Two? 11 12 13 

Three 2 8 5 

Four 1 1 1 


1985 1986 1987 

N  % N  % N  % 
42 46 3842 39 43 
18 20 1517 18 20 
14 15 1517 13 «14 
2 å B 19 21 9 10 
10 1 14 15 2 č B 
49 s4 53 58 5S2 57 
30 33 2 2⁄4 27 30 
8 9 3O è M 10 ë n 

4 4 4 4 2 2 

0 0 0 0 0 0 


*The numbers for the individual drug categories total more than 91 because some patients received psychotropic medication from more than 


one category. 


One patient received chlorpromazine and trifluoperazine continuously; one received amitriptyline and imipramine for three of five periods; 
one received clorazepate and meprobamate for two of five periods; one received diphenhydramine and hydroxyzine for two of five periods. 


stracted for analysis. The same 30-day period (each 
April) was used every year. Data were collected on the 
medication doses actually administered, not just those 
prescribed, so that “administer as needed” doses are 
accurately reflected. Erug administration data were 
collected for psychotropic medications in each of four 
classes: antipsychotics, antidepressants, antianxiety 
agents (including sedztive-hypnotics), and antihista- 
mines. Antihistamines were included as psychotropic 
medications because they are often prescribed for be- 
havioral control and as sedatives. Information, was 
also obtained regarding doses, patterns of treatment, 
and administration cf more than one psychotropic 
drug. Continuous treatment was defined as the admin- 
istration of at least one dose of any psychotropic med- 
ication during every consecutive period surveyed. 

Stringent criteria were used regarding the inclusion 
and recording of psychiatric diagnoses for patients in 
the study. Only diagnoses made as a result of formal 
psychiatric consultaticn were recorded. Two psychia- 
trists served as consultants for the patients in the nurs- 
ing home- during the study period. 

No attempt was made in this study to determine 
whether psychotropic drug therapy was necessary, ap- 
propriate, or effective. All psychotropic drugs admin- 
istered to the patients in the sample were included in 
the data even if the rationale for prescribing them or 
the indications were unclear. These factors are clearly 
important but are beyond the scope of the present 
work, 


RESULTS 


The average age of the patients in the study was 87 
years, and their age range was 55—103 years. Of the 91 
patients, 79 (87%) were women and 12 (13%) were 
men. Sixty (66%) patients lived on skilled nursing 
floors of the nursing home, and 31 (34%) lived on 
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health-related-facility floors. Forty-eight (53%) of the 
patients received a psychiatric consultation. 

Table 1 reveals the number of patients who received 
treatment with a psychotropic agent by drug category 
during the study month of each year. Depending on the 
period, from 42% to 51% of patients received at least 
one psychotropic agent. The proportion of patients 
treated with single or multiple psychotropic agents is 
also shown in table 1. In any year, most of the patients 
who received a psychotropic were treated with a single 
psychotropic agent; varying levels of polypharmacy 
were noted in each year. 

When examining psychotropic administration over 
the 5-year period, we identified distinct patterns of ep- 
isodic and continuous treatment. Among the 91 resi- 
dents, 42 (46%) received episodic treatment, and 22 
(24%) were given a psychotropic agent during every 
consecutive period studied. Sixty-four (70%) of the 
patients were exposed to at least one psychotropic 
agent at some time during the 5-year study period, and 
27 (30%) were never given these agents. 

Thioridazine was the most commonly prescribed 
antipsychotic drug; the average dose given was 98 
mg/day. Doxepin was the most frequently used anti- 
depressant; the average dose was 39 mg/day. Diphen- 
hydramine was the most frequently prescribed antihis- 
tamine; the average dose was 33 mg/day. Temazepam 
was the most commonly used antianxiety agent. The 
average doses of antianxiety agents varied from 9 mg/ 
day of diazepam equivalents in the first year to 4 mg/ 
day in the last year studied. 

The most frequent mental disorder was dementia or 
delirium; these accounted for 21 (44%) of the 48 psy- 
chiatric diagnoses. The second most frequent diagnosis 
was major affective disorder, which accounted for 14 
(29%) of the psychiatric diagnoses. Five patients (10% 
of the diagnoses) had a primary diagnosis of person- 
ality disorder, three (6% of the diagnoses) received a 
diagnosis of adjustment disorder, and another five 
(10% of the diagnoses) had diagnoses in other cate- 
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gories such as substance abuse, anxiety disorder, or 
schizophrenia. 


CONCLUSIONS 


Few studies have surveyed drug prescribing practices 
in nursing homes longitudinally; most have used cross- 
sectional methods. When the time of surveillance is 
extended to 5 years, differing patterns of episodic and 
continuous psychotropic drug exposure among the in- 
stitutionalized elderly emerge. These findings challenge 
previous studies, which assumed that most psychotro- 
pic drug treatment in long-term care facilities is con- 
tinuous (2—10). In our study, episodic administration 
was clearly more prevalent than continuous use among 
the patients treated with psychotropic agents. Al- 
though the total percentage of patients who were ex- 
posed to psychotropic agents over the 5-year period 
appears high (70%), an examination of the patterns of 
treatment reveals that only 24% of the patients re- 
ceived continuous administration. A cross-sectional 
survey by year would have misrepresented both total 
exposure and continuous treatment by overrepresent- 
ing an assumed pattern of constant use and underesti- 
mating the percentage of patients who received any 
psychotropic medication at all. 

No study, to our knowledge, has reported a longi- 
tudinal pattern of psychotropic drug prescribing pat- 
terns beyond a 1-year period. Since it is estimated that 
between 25% and 30% of the elderly will require nurs- 
ing home care at some time and that at least half of 
these patients will have a diagnosable mental illness 
(14), the need to study the administration of psycho- 
tropic medications is sizable. Moreover, the associa- 
tion of psychotropic medications with acute adverse 
events, including falls, hip fractures, and syncope, has 
been well described (15—18). In addition, because 
chronic adverse effects—notably tardive dyskinesia in 
the case of neuroleptics—appear to increase with con- 
tinued administration (19), a measure of the chronicity 
of drug use over a longitudinal course is obviously 
important. 

There is increasing concern over the quality and ap- 
propriateness of psychotropic prescribing practices in 
nursing facilities. However, neither the available data 
nor the methods of survey can be considered adequate 
to determine what might be a reasonable level of psy- 
chotropic administration. We propose that future 
studies concentrate on prospective, longitudinal assess- 
ments, combining the validation of medication indica- 
tions with an appraisal of adverse reactions and ef- 
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ficacy. The goals of such studies would be a more 
scientific approach to the use of psychotropic medica- 
tions and a more meaningful assurance of quality 
treatment. 
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Pharmacologic Treatment of Noncognitive Behavioral 
Disturbances in Elderly Demented Patients 


Emil F. Coccaro, M.D., Elisse Kramer, Ph.D., Zvi Zemishlany, M.D., 
Anne Thorne, B.A., C. Malcolm Rice III, M.D., 
Bruno Giordani, Ph.D., Kamalamma Duvvi, M.D., Bhupendra M. Patel, M.D., 
Juan Torres, M.D., Rena Nora, M.D., Richard Neufeld, M.D., 
Richard C. Mohs, Ph.D., and Kenneth L. Davis, M.D. 


Fifty-nine elderly residents of long-term care facili- 
ties who had DSM-III diagnoses of dementia were 
studied in an 8-week randomized, double-blind com- 
parison trial of haloperidol, oxazepam, and diphenby- 
dramine to test the efficacy of these agents in the treat- 
ment of clinically significant behavioral disturbances in 
patients with dementia. All three agents demonstrated 
modest but significant efficacy as measured by clinician 
ratings of agitated behavior. and activities of daily liv- 
ing. The absolute magnitude of improvement was 
greater for haloperidol and diphenhydramine than for 
oxazepam, but differences among groups did not ap- 
proach statistical significance. Frequencies of acute ad- 
verse events during the trial were similar across the 
drug treatment groups. Although these drugs may dif- 
fer in terms of long-term safety and efficacy, they ap- 
pear to be equivalent for short-term management of 
agitated behavior in severely demented patients. 

(Am J Psychiatry 1990; 147:1640~1645) 


B ehavioral agitation complicates the presentation 
and management of many elderly patients with 
primary or secondary dementia (1—3). This symptom is 
often reflected in the presence of increased and non- 
purposeful motor activity, anxiety, motor tension, ir- 
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ritability, hostility, assaultiveness, uncooperativeness, 
and aimless wandering (1, 2, 4). These disturbances 
can be distressing and disruptive to the patients, their 
families, and other caregivers. When medical and iatro- 
genic reversible causes are ruled out, clinicians usually 
choose a psychopharmacologic regimen to decrease 
the behavioral agitation complex. The medications 
most commonly used to control behavioral agitation 
are neuroleptic, antianxiety, and sedative hypnotic 
agents (5). 

Antipsychotic (neuroleptic) agents are widely pre- 
scribed to control behavioral problems in patients who 
reside in nursing homes (6, 7). Results of the few ad- 
equately designed studies available suggest moderate 
efficacy of those drugs in treating anxiety, excitement, 
hostility, and uncooperativeness (8—11). The therapeu- 
tic response to different antipsychotic agents is gener- 
ally similar, although two studies (8, 9) found halo- 
peridol to be modestly superior to thioridazine because 
of its effectiveness across a broader range of symp- 
toms, including improvement in alertness and cogni- 
tion (9). 

Benzodiazepine agents, particularly those with short 
half-lives (e.g., oxazepam), have also been shown to be 
efficacious in treating behavioral agitation and associ- 
ated symptoms in a variety of psychogeriatric patients, 
many of whom had a diagnosis consistent with demen- 
tia (12-17). In these studies, oxazepam was clearly 
superior to placebo on observed measures of agitation, 
anxiety, tension, and irritability. Further, oxazepam 
was noted to have fewer adverse side effects than chlor- 
diazepoxide (13) and neuroleptics (17). 

Nonbenzodiazepine sedative-hypnotics like alcohol, 
chloral derivatives, and barbiturates are the oldest 
anxiolytic agents used in psychogeriatric patients (3). 
These agents have largely been replaced by the diphen- 
ylmethanes with antihistaminic properties, such as di- 
phenhydramine (3). However, these agents have not 
been rigorously tested in well-designed clinical trials. 

Despite the widespread use of pharmacologic agents 
in controlling agitation in elderly patients, the efficacy 
of these different classes of psychotropic agents has not 
been compared in patients with a well-defined diagno- 
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sis of dementia. Furthermore, the choice of an appro- 
priate treatment necessitates that efficacy be carefully 
weighed against adverse effects. This paper reports the 
results of a double-blind comparison of haloperidol, 
oxazepam, and diphenhydramine in the treatment of 
elderly hospitalized patients with moderate to severe 
dementia who exhibited agitated behavior. The pur- 
poses of this study were 1) to compare the treatment 
efficacy of a neuroleptic (haloperidol), a benzodiaze- 
pine (oxazepam), and a nonbenzodiazepine sedative- 
hypnotic (diphenhydramine) on observed measures of 
agitation in elderly demented patients residing in a 
nursing home or extended care hospital ward and 2) to 
determine the comparative prevalence and nature of 
adverse side effects of these agents in this group of 
patients. 


METHOD 
Subjects 


The study patients (35 men and 24 women) were 
drawn from chronic care wards at three facilities (the 
Jewish Home and Hospital for the Aged, New York; 
the VA Medical Center, Montrose, N.Y.; and the VA 
Medical Center, Lyons, N.J.) and were at least 55 
years old. All patients met DSM-III criteria for demen- 
tia and exhibited increased psychomotor activity and 
its associated symptoms. Patients were given a Clinical 
Dementia Rating Scale (18) score by the research psy- 
chiatrist. Scores on this scale are 0=no dementia, 
0.5=questionable dementia, and 1=mild, 2=mod- 
erate, and 3=severe dementia. Formal psychometric 
tests could not be administered to most of these pa- 
tients because they were severely demented and unable 
to complete even simple tests such as the Mini Mental 
State Examination. Patients were considered agitated if 
they received a rating of at least 4 (moderate) on the 
tension or excitement items of the Brief Psychiatric 
Rating Scale (BPRS) (19) or at least 3 (moderate) on 
one of the following items from the 40-item version of 
the Alzheimer’s Disease Assessment Scale (20): verbal 
aggressiveness, physical aggressiveness, pacing, fidget- 
ing, and increased motor activity. These criteria were 
met on two successive ratings, separated by at least 1 
week, and agreed on by two independent experienced 
clinical raters. 

The diagnostic evaluation for each patient included 
obtaining a medical, psychiatric, and neurological his- 
tory, physical examination, CBC, routine serum chem- 
istries, thyroid function, and urinalysis. Some details of 
the clinical history and CT scans were not available for 
all patients. Of the 59 patients who entered the study, 
four had Korsakoff’s syndrome, four had major 
strokes, eight had previous histories of alcoholism pos- 
sibly related to their dementia, five had histories of 
transient ischemic attacks suggesting multi-infarct de- 
mentia, one had a history of major depression but was 
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not currently depressed, and 37 had no neurclogical, 
psychiatric, or systemic disorder sufficient to cause de- 
mentia. All of this last group and some of the patients 
with a history of alcoholism or transient ischemic at- 
tacks met National Institute of Neurological and Com- 
municative Disorders and Stroke criteria for possible 
Alzheimer’s disease (21). Patients with a history of 
schizophrenia, convulsive disorder, Pzrkinson’s dis- 
ease, delirium, and decompensated or poorly compen- 
sated cardiac, pulmonary, or renal disease were ex- 
cluded. Sixteen patients were at least partially 
restrained; these patients were dis-ributed evenly 
across the drug groups. Informed consent was ob- 
tained from each patient’s nearest relative or legal 
guardian in accordance with the procedures approved 
by the Human Subjects Subcommittees of the Mount 
Sinai School of Medicine and the Bronx VA Medical 
Center. 


Study Medications 


In the year before entry into this study, patients re- 
ceived the following medications for control of their 
agitation: neuroleptics, 32 patients; benzodiazepines, 
15 patients; sedatives, seven patients; antidepressants, 
four patients; no medication, eight pet.ents. None of 
the four patients who received antidepressants met 
DSM-III criteria for mejor depression, and seven pa- 
tients were receiving more than one psychotropic med- 
ication. Patients receiving stable doses of cardiac or 
other medications without psychotropic effects contin- 
ued to receive those drugs throughout the study. After 
screening, all psychotropic medications were discon- 
tinued and, after a 2-week, single-blind placebo wash- 
out period, all patients who continued to meet the en- 
try criteria for behavioral agitation were randomly 
assigned, under double-blind conditions, to receive 
haloperidol (0.5 mg/capsule), oxazepem (10 mg/cap- 
sule), or diphenhydramine (25 mg/capsule). The med- 
ications were packaged in capsules idzntical to those 
administered during the single-blind p!acebo washout 
phase. 

Patients began with one or two capsvles/day, and for 
the first 2 weeks the dose was adjustez daily by a re- 
search psychiatrist who was blind to the drug so that 
an optimal clinical response for each patient could be 
determined. The maximum daily doses allowed were 5 
mg for haloperidol, 60 mg for oxazepam, and 200 mg 
for diphenhydramine. After the first 2 weeks of dose 
adjustment, patients received constant doses through- 
out the remainder of the study, a maximum of 4 
additional weeks. Patier.ts were allowec to receive up 
to 1500 mg/day of chloral hydrate when needed to 
control agitation above and beyond that treated by 
the study medication. Similarly, patienzs were allowed 
to receive up to 2 mg/day of benztropine tor the 
treatment of extrapyramidal symptoms when they 
appeared. | 
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Behavioral Ratings 


Behavioral ratings were performed weekly by two 
experienced clinical raters. Behavior ratings were made 
on items from three complementary scales: 1) the ten- 
sion and excitement items (each scored 0-7) from the 
BPRS, 2) the five items already mentioned (each scored 
0-5) for behavioral agitation from the Alzheimer’s 
Disease Assessment Scale, and 3) the seven items (feed- 
ing, toileting, dressing, grooming, physical ambula- 
tion, bathing, and sleeping, each scored 0-5, plus a 
score of 0-5 for uncooperativeness with staff in each 
area) of the Physical and Self Maintenance Scale for 
activities of daily living (22). Additional behavioral 
ratings were obtained weekly by ward nurses using the 
Nurses’ Observation Scale for Inpatient Evaluation 
(NOSIE) (23). (Because of schedule changes by ward 
nurses it was impossible to have the same nurses eval- 
uate patients throughout the study.) Adverse events 
were recorded by the treating psychiatrist using the 
Treatment Emergent Symptoms Scale (24). 

The weekly amount o2 chloral hydrate administered 
for agitation was also recorded and was included in the 
analysis as an outcome measure. In all analyses of 
treatment effects, the baseline values were those ob- 
tained at the end of the placebo washout period. 


Patient Withdrawal From Study 


Cf the 59 patients who entered the 8-week protocol, 
52 (18 who were given haloperidol, 17 who were given 
oxazepam, and 17 who were given diphenhydramine) 
completed the entire protocol and were included in the 
8-week analysis. Fifty-seven patients (20 receiving hal- 
operidol, 19 receiving oxazepam, and 18 receiving di- 
phenhydramine) completed at least 2 weeks of the 
double-blind phase of the protocol and are included in 
the endpoint analysis. Two patients (both receiving di- 
phenhydramine) refused to comply with the protocol 
before completing 2 weeks of drug treatment and were 
not included in the endpoint analysis. Of the five pa- 
tients who were withdrawn after 2 weeks of drug treat- 
ment but before the end of the study, three (two re- 
ceiving haloperidol and one receiving oxazepam) were 
too sedated, one (receiving diphenhydramine) was too 
agitated, and one (receiving oxazepam) suffered from 
excessive extrapyramidal symptoms. One patient died 
in the last week of the study from non-drug-related 
causes. 


Statistical Analysis 


The primary test for significant change over time 
and for differences in treatment response among 
groups was the analysis of variance (ANOVA) per- 
formed on each of the behavioral rating scales and the 
amount of chloral hydrate medication administered. 
The analyses reported here include only patients who 
completed the entire study. An additional set of end- 
point analyses were done including all patients who 
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TABLE 1. Demographic Characteristics of 59 Patients With De- 
mentia Given Haloperidol, Oxazepam, or Diphenhydramine 


Clinical 
Dementia 
Rating Scale 
Sex Age (years) Score 
Patient Group M F Mean Range Mean Range 
Haloperidol 
(N=20) 10 10 76.5 58-96 2.78 1-3 
Oxazepam 
(N=19) 12 7 73.3 59-97 2.76 1-3 
Diphenhydramine 
76.1 62—99 2.66 1-3 


(N=20) 13 7 


received more chan 2 but less than 6 weeks of treat- 
ment with the study medications. Since the results of 
the endpoint and 8-week analyses were nearly identi- 
cal, only the 8-week analyses will be presented. The 
prevalence of treatment-emergent symptoms was com- 
pared among groups as well. 


RESULTS 


There were no significant differences among the 
three medication groups with regard to age (F=0.51, 
df=2, 57, p>0.10), sex (y7=1.05, df=2, p>0.10), or 
severity of dementia as assessed by the Clinical Demen- 
tia Rating Scale (F=0.30, df=2, 57, p>0.10) (see table 
1). The mean+SD daily dose of medication after the 
first 2 weeks of dose adjustment was 1.5+0.9 mg of 
haloperidol, 30.0+19.4 mg of oxazepam, and 81.3+ 
48.5 mg of diphenhydramine (approximately three 
capsules per patient). 

The mean scores of patients on the relevant items 
from the Alzheimer’s Disease Assessment Scale, the 
BPRS, the Physical and Self Maintenance Scale, and 
the NOSIE after the 2-week placebo washout period 
(baseline) and after 6 weeks of study medication (week 
8) are listed in table 2, which also lists the percent of 
improvement on each measure. A 3X2 ANOVA com- 
paring study groups at baseline and week 8 indicated 
that there was no significant difference among groups 
in the amount of change from baseline to week 8: the 
interaction of Time with Group was not significant. 
However, there was a significant reduction in Alzhei- 
mer’s Disease Assessment Scale agitation scores over 
time in all three groups. This reduction in agitated 
behavior for all groups was also suggested by the sig- 
nificant Time effects observed when the BPRS and the 
Physical and Self Maintenance Scale were used as the 
dependent measures. However, no interaction of drug 
Group with Time was observed either for the BPRS or 
the Physical and Self Maintenance Scale, indicating 
that the changes from baseline to week 8 were not 
different in any of the three drug groups. A comparison 
of individual items of the Alzheimer’s Disease Assess- 
ment Scale (verbal aggressiveness, physical aggressive- 
ness, pacing, fidgeting, increased motor activity) and 
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Morac Clinical Rating Scale Scores of Patients With Dementia Given Haloperidol (N=18), Oxazepam (N=17), or Diphenhydramine 


a a ee 
ANOVA for Baseline Versus 8 Weeks (F) 


Baseline 8 Weeks 
SS PE Improvement Group by Time Tire Group 
Variable Mean SD Mean SD %~ (df=2, 48) (df=1.¢8) (df=2, 48) 
Rating scale score | 
Alzheimer’s Disease 
‘Assessment Scale 9.4 20.37 1.2 
Haloperidol 11.00 5.95 8.39 6.09 24 
Oxazepam 11.50 4.90 9.12 4.33 21 
Diphenhydramine 9.82 3.68 6.12 4.78 38 
BPRS 0.8 6.3" 0.3 
Haloperidol 6.33 3.01 4.78 2.44 24 
Oxazepam 5.81 2.17 5.50 2.71 $ 
Diphenhydramine 5.67 = 2.72 4.47 2.85 21 
Physical and Self 
Maintenance Scale 0.5 10.2 1.9 
Haloperidol 42.17 12.95 37.89 15.36 10 
Oxazepam 45.75 11.02 43.68 11.47 3 
Diphenhydramine 39.35 10.36 34.76 9.94 12 
NOSIE | <0.1 <0. 4.6? 
Haloperidol 78.19 7.67 78.31 9.45 =U? 
Cxazepam 80.69 9.10 80.69 9.89 C 
Diphenhydramine 73.47 5.88 73.00 11.53 C 
Treatment Emergent 
Symptoms Scale 1.4 <0.1 <0.1 
Haloperidol 0.18 0.60 0.27 0.65 ~" 
Oxazepam 0.40 0.84 0.10 0.32 S 
Diphenhydramine 0.14 0.38 0.43 0.78 —< 
Number of 500-mg chlo- 
ral hydrate capsules 
per week C3 2.1 1.4 
Haloperidol 2.38 3.57 2.00 2.89 -l 
Oxazepam 1.36 1.65 0.92 1.90 —— 
Diphenhydramine 1.64 2.44 0.57 1.16 —< 
*p<0.001. 
Þp<0.02. 


“Not meaningful because of the low base rate. 


BPRS (tension, excitement) also indicated no signifi- 
cant differences in the level of agitation among the 
drug groups at endpoint. 

Possibly because most participating nurses had little 
experience with the NOSIE, this scale was not sensitive 
to the treatment effects of any drug. NOSIE scores 
were significantly lower in the diphenhydramine 
group, but this was evident before as well as after 
treatment. Since there was no indication in any of the 
other measures of a difference among groups at base- 
line, the most plausible explanation is that this reflects 
a rating bias on the part of some nurses who rated 
some of the diphenhydramine patients. 

A 3X2 ANOVA comparing amount of chloral hy- 
drate (500 mg capsules) administered at baseline and 
at week 8 revealed no significant differences among 
groups in the amount of change over time. There was 
a slight but not significant decrease in the amount of 
chloral hydrate used in all groups over time, and there 
was clearly no difference among groups. Finally, an 
ANOVA revealed no significant differences because of 
Group, Time, or their interaction in the number of side 
effects reported on the Treatment Emergent Symptoms 
Scale. Since the numbers of symptoms reported on the 
Treatment Emergent Symptoms Scale were uniformly 
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low, percentage changes on this measure are not par- 
ticularly meaningful. 


DISCUSSION 


The three drugs tested in this stucy were about 
equally, if modestly, efficacious in the treatment of 
behavioral agitation in elderly patients with demen- 
tia. Haloperidol and diphenhydramine demonstrated 
slightly but not significantly greater clinical efficacy 
than oxazepam, as evidenced by improvements in ac- 
tivities of daily living as well as clinical ratings of be- 
havioral agitation. Because an inactive placebo group 
was not included, it is conceivable that the modest 
improvements observed in the objective ratings of be- 
havioral agitation were due to factors other than drug 
treatment. However, experience in pr2vious clinical 
trials with neuroleptics (10, 11} and benzodiazepines 
(13) has demonstrated the efficacy of these agents cver 
placebo. In addition, it was the clinical judgment of the 
treating physicians at the three sites the: few patients 
could be managed for 8 weeks without regular phar- 
macologic treatment. . 

These results are consistent with the limited data 
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previously reported in che literature (8—17, 25, 26), 
which suggest that psychopharmacologic treatment of 
noncognitive behavioral disturbances in elderly de- 
mented patients is generally associated with only mod- 
est improvements in behavioral control. However, no 
study has examined the effect of pharmacotherapy on 
activities of daily living in elderly demented patients 
(26). In the present study, statistically significant 
improvements in this cinical outcome measure were 
obtained. This suggests that agents from different psy- 
chctropic classes (e.g., neuroleptics and sedative-hyp- 
notics), in low doses, may be effective in the treatment 
of noncognitive behavioral disturbances in severely de- 
mented patients and that the drug of choice may be 
selected on the basis of differences among these agents 
in side effects or consequences of subchronic or 
chronic treatment with these agents. 

The conclusions of this study are clearly limited by 
the types of patients included in the trial. These were 
moderately or, in most cases, severely demented indi- 
viduals whose cognitive impairment was due to one of 
several diseases or more than one disease. Neurochem- 
ical studies have demonstrated relatively specific loss 
of some neuronal populations in patients with Alzhei- 
mer’s disease (27), the most common cause of demen- 
tia. The extent of cholinergic cell loss has been shown 
to correlate with the severity of dementia in Alzheimer 
patients (28) and those with other types of dementia 
(29). Attempts to develop pharmacologic treatments 
for the cognitive impairment of dementia have focused 
primarily on drugs that enhance cholinergic activity 
(30). No specific neurochemical abnormality has been 
implicated in the development of agitated behavior in 
patients with Alzheimer’s disease or other kinds of de- 
mentia. Since agitation usually appears only in fairly 
advanced cases of Alzheimer’s disease, it is likely that 
multiple neurotransmitter abnormalities are involved. 
From a clinical perspective the most important treat- 
ment goal for patients such as those included in the 
present trial is to control agitated behavior without 
worsening cognition or producing other unacceptable 
side effects. The present results suggest that this may be 
done through drugs ac-ing on several different neuro- 
transmitter systems. 

Treatment with haloperidol, diphenhydramine, or 
oxazepam, however, may be associated with different 
potential adverse consequences in psychomotor and 
cognitive areas, particularly in elderly patients. Sub- 
chronic or chronic use of haloperidol may be associ- 
ated with the development of tardive dyskinesia, espe- 
cially in elderly patienzs (31). Although we found no 
evidence of the development of new involuntary move- 
ments in the patients treated with haloperidol in this 
study, a treatment period of 2—6 weeks is generally too 
brief to observe this adverse effect of neuroleptic treat- 
ment. Accordingly, the possibility that tardive dyski- 
nesia may develop in such patients treated chronically 
with neuroleptics will require further investigation. 

Unlike the long-term risk of tardive dyskinesia with 
neuroleptics, however, both neuroleptics (particularly 
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those with low potency) and agents such as diphenhy- 
dramine or oxazepam may have a more rapid and 
readily observable adverse effect on baseline cognitive 
function, due, in part, to antagonism at central cholin- 
ergic receptors (32). Although this possibility has not 
been formally addressed in previous studies (25), it is 
of note that no patient was rated as developing a toxic 
confusional state on the Treatment Emergent Symp- 
toms Scale or displaying more trouble remembering on 
the NOSIE during treatment with any of the agents 
used in this study. Although this is consistent with the 
relatively low doses administered, it is possible that the 
benefits of pharmacotherapy on behavioral agitation 
in these patients overcame possible adverse effects on 
clinically observable cognitive function. It is also con- 
ceivable that, since formal psychometric testing was 
not possible, subtle worsening of cognitive functions in 
some patients was missed. Accordingly, future investi- 
gations examining the effects of these medications in 
extended clinical trials, particularly those involving 
less demented and outpatient samples, should include 
a more formal assessment of the effects of these agents 
on cognitive function. 

In conclusion, pharmacotherapy with neuroleptic, 
benzodiazepine, and sedative-hypnotic agents appears 
to be modestly efficacious in the treatment of noncog- 
nitive behavioral disturbances in elderly demented pa- 
tients residing in long-term care facilities. Among the 
three agents examined, haloperidol and diphenhydra- 
mine appeared slightly superior to oxazepam in im- 
proving performance of activities of daily living. In 
addition, it is possible that some individuals may re- 
spond preferentially to one class of drugs over another. 
Further studies are needed to investigate the differen- 
tial long-term efficacy of these agents in demented el- 
derly patients living in nursing homes. In addition, fu- 
ture studies should extend investigation to outpatient 
populations of demented but less severely impaired 
elderly patients in order to determine the efficacy 
of these agents in controlling the noncognitive be- 
havioral disturbances of affected patients and prolong- 
ing the period of functioning of these patients in the 
community. 
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Dyskinetic Movements, Cognitive Impairment, and Negative 
Symptoms in Elderly Neuropsychiatric Patients 


Craig N. Karson, M.D., H. Stefan Bracha, M.D., Andrew Powell, M.D., and Linda Adams, M.D. 


The presence or absence of tardive dyskinesia, cog- 
nitive status, and psychopathology were assessed in a 
group of elderly male psychiatric patients (N=49) in a 
nursing home setting. Twenty-five patients were found 
to have tardive dyskinesia, which was associated with 
a greater degree of cognitive impairment and negative 
symptoms. This finding was not related to obvious 
macroscopic organic pathologies, which were less 
prevalent in the dyskinetic patients. In fact, patients 
with frontal lesions (primarily lobotomies) had a sig- 
nificantly lower prevalence of tardive dyskinesia. 

(Am J Psychiatry 1990; 147:1646-1649) 


H igher levels of cognitive impairment and/or neg- 
ative symptoms have been reported in tardive 
dyskinesia in some studies (1-3) but not in others (4— 
6). Similarities between tardive dyskinesia and levo- 
dopa-induced dyskinesia, and the reduction of the 
signs of tardive dyskinesia by dopamine blocking 
agents, suggest that the basal ganglia are involved in 
tardive dyskinesia (7). Moreover, a loss of substantia 
nigra cells and more brainstem gliosis have also been 
reported in tardive dyskinesia (8). Dysfunction of the 
basal ganglia may have a primary role in the produc- 
tion of cognitive impairment and negative symptoms 
in a broad range of neuropsychiatric disorders (9). 

In an effort to establish an association between tar- 
dive dyskinesia, cognitive impairment, and negative 
symptoms, these variables were examined in a group of 
elderly psychiatric patients in a nursing home setting. 


METHOD 
Subjects 


The subjects were 49 men housed on four nursing 
home units of the Johr L. McClellan Memorial Veter- 
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ans Administration Medical Center. The subjects were 
examined consecutively and were selected because the 
primary diagnosis in their hospital chart was schizo- 
phrenia. Almost all subjects had begun treatment with 
antipsychotic medications between 1957 and 1960. 
Ten subjects had received no psychoactive medication 
for at least 2 months before the current study. Hence, 
the modal and mean duration of treatment with anti- 
psychotic medications approximated 30 years. Frontal 
lobotomies had been performed on nine subjects be- 
tween 1950 and 1957. Another patient had a self-in- 
flicted gunshot wound to the head in 1953; it had 
damaged both frontal lobes and rendered him blind. 
Twenty-six subjects had received at least one course of 
ECT. 


Procedure 


Dyskinesia was assessed with the Abnormal Invol- 
untary Movement Scale (AIMS) (10), which was ad- 
ministered by a trained neuropsychiatrist (C.N.K.) 
who was unaware of the subject’s cognitive perfor- 
mance. Tardive dyskinesia was diagnosed according to 
the criteria of Schooler and Kane (11). Patients were 
classified as to the presence or absence of tardive dys- 
kinesia. To meet criteria for tardive dyskinesia the pa- 
tient must have scored 2 or above on at least two of 
the measures of facial expression or 3 or above on at 
least one of these facial measures. The clinical status 
and treatment regimens of these patients were ex- 
tremely stable. Because of this, any dyskinesias de- 
tected were not likely to be of the withdrawal type. 
Interrater reliability of the clinical diagnosis of tardive 
dyskinesia was examined. Twenty-one of the 49 inpa- 
tients were independently evaluated with the AIMS by 
a second research neuropsychiatrist (H.S.B.) on a sep- 
arate occasion. 

A probable lifetime psychiatric diagnosis was estab- 
lished by trained psychiatric residents (A.P. or L.A.) 
using a structured chart review, the Diagnostic Evalu- 
ation After Death (12). This procedure was used be- 
cause of the advanced age of the patients, the deterio- 
rated mental state of some of the patients, and the 
frequent absence of knowledgeable relatives. With this 
instrument, the diagnosis of schizophrenia relies on 
the Feighner criteria (13), while that of schizoaffective 
disorder and affective disorder relies on Research Di- 
agnostic Criteria (14). Thirty-eight subjects met the 
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criteria for a probable lifetime diagnosis of schizophre- 
nia, and another four patients met the criteria for 
schizoaffective disorder. One patient met the criteria 
for the lifetime diagnosis of major depression, another 
for bipolar disorder, two for alcoholism, and one for 
opiate addiction. One subject, who had failed to pass 
eighth grade and then had self-deprecatory hallucina- 
tions and delusions concerning his intelligence, in the 
absence of depressed mood, was diagnosed as mentally 
retarded with an atypical psychosis. The lifetime psychi- 
atric diagnosis for one patient could not be determined. 

In addition to the chart review diagnosis, the sub- 
jects were diagnosed according to DSM-III-R criteria 
by a psychiatrist (C.N.K.) who had not been involved 
in the chart review process. Thirty patients met DSM- 
HI-R criteria for schizophrenia, six for residual schiz- 
ophrenia, and one for schizoaffective disorder. Two 
subjects had no current psychiatric diagnosis. Cerebral 
vascular disease (N=3), chronic sepsis (N=1), and the 
neurological residual from the self-inflicted gunshot 
wound to the head complicated the interpretation of 
psychiatric signs and symptoms and necessitated the 
diagnosis of organic mental syndrome in five of the 
patients. The retarded subject met the criteria for atyp- 
ical psychosis. One patient continued with the diagno- 
sis of opiate abuse. One patient met the criteria for 
major depressive disorder and two patients for bipolar 
disorder. 

Cognitive status was quantified with the Neurobe- 
havioral Cognitive Status Examination (15). This valid 
and reliable instrument (16, 17) addresses seven cate- 
gories of cognitive function: orientation, attention, 
language, construction, memory, calculation, and rea- 
soning. The language score represents the sum of three 
subtests (comprehension, repetition, and naming) and 
the reasoning score the sum of two subtests (similar- 
ities and judgment). Four subjects refused to cooperate 
with all or part of the examination, and a visually 
impaired subject could not perform the naming subtest 
of language and the construction tests. Hence, there 
are varying numbers of subjects for some categories of 
the examination. Negative symptoms were the sum of 
the emotional withdrawal, blunted affect, and motor 
retardation items of the Brief Psychiatric Rating Scale 
(BPRS) (18). A score for positive symptoms was deter- 
mined similarly from the relevant BPRS items, which 
included disorientation, disorganized speech, grandi- 
ose statements, unusual thought content, and halluci- 
natory statements. Reliability calibration training for 
the BPRS is ongoing, and there are high levels of in- 
terrater agreement (i.e., for 22 subjects rated simulta- 
neously by two independent raters using the BPRS). 
Intraclass correlation coefficients (ICCs} were com- 
puted for the total BPRS score, the positive symptoms 
subscale, and the negative symptoms subscale (ICC= 
0.99, df=21, 21, for total scores; ICC=0.98, df=21, 
21, for the positive symptoms subscale; ICC=0.97, 
df=21, 21, for the negative symptoms subscale; all com- 
parisons significant at p<0.05). 

Blink rate, a putative correlate of brain dopamine 
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activity (19), was counted by direct obs=rvation, aver- 
aged over a 3-minute period while the subject was sit- 
ting quietly. The rate is expressed as blinks/minute. 
Blinks were not measured in one subjec: who had had 
bilateral surgery for cataracts. 

Parkinsonism was rated as present or absent on the 
basis of the presence or absence of rigicizy, cogwheel- 
ing, or characteristic tremor in the upper extremities. 


Statistical Analysis 

Nonparametric analyses were selected for between- 
group comparisons of dependent variakles because of 
the low number of subjects in some patient subgroups 
(i.e., patients with psychosurgery) and b2cause passing 
the screening questions on the Neurobehavioral Cog- 
nitive Status Examination yields high sccres for a given 
cognitive function. Hence, the scores were not nor- 
mally distributed. Differences in the proportion of pa- 
tients with and without dyskinesia who aiso had other 
subdiagnoses, such as organic mental szndrome, par- 
kinsonism, frontal lobe injuries, and residual schizo- 
phrenia, were analyzed with Fisher’s exact test (20). 
Differences between the dyskinetic and nondyskinetic 
patients with regard to demographic vaziables, cogni- 
tive function scores, negative symptoms, positive 
symptoms, and blink rate were exam-ned with the 
Mann-Whitney U test (20). With regard to cognitive 
function and psychopathological measures, the com- 
parisons between the dyskinetic and nondyskinetic pa- 
tients excluded the five patients with organic mental 
syndromes, all of whom were nondyskiretic and three 
of whom had among the lowest cognitive performance 
scores obtained. Finally, correlations between these 
variables were assessed with the nonparametric Spear- 
man’s statistic (20). The kappa statistic was used to 
assess the interrater reliability of the presence or ab- 
sence of tardive dyskinesia. 


RESULTS 


Twenty-five patients were found to hare tardive dys- 
kinesia. There was an overall 71% agreement between 
the two independent raters. The interrater reliability 
was in the fair to good range (kappa=0.43). The 
mean+SD age of subjects with tardive dvskinesia was 
69+6 years, the mean duration of illness was 418 
years, and the mean educational level was 9+3 years. 
These values were not significantly different from those 
in the 24 nondyskinetic patients, whose nean age was 
68+8 years, mean duraticn of illness was 42+6 years, 
and mean educational level was 11+3 years. The mean 
dose of medication in terms of chlerprot.azine equiv- 
alents was 742+969 equivalents for the aondyskinetic 
patients and 359+545 equivalents for tke dyskinetic 
patients (p>0.20; the means exclude one patient from 
each group who received fluphenazine decanoate in- 
jections). At the time of examination, f£ve dyskinetic 
and five nondyskinetic patients had not received psy- 
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chotropic medications for 2 months or longer. The 
proportion of patients with a lifetime or current diag- 
nosis of active schizophrenia was not significantly dif- 


ferent in the dyskinetic and nondyskinetic groups (23 | 


of 25 patients versus 19 of 24 patients, p=0.50, Fish- 
er’s exact test). 

- All six patients with residual schizophrenia had tar- 
dive dyskinesia (p=0.02, Fisher’s exact test). In con- 
trast, the five patients with organic mental syndromes 
(p=0.02, Fisher’s exact test) and seven of nine patients 
with lobotomies (p=0.07, Fisher’s exact test) were not 
dyskinetic. The patient with the self-inflicted frontal 
lobe wound was grouped with the lobotomy patients 
to examine long-standing frontal cortex injury, and 
eight of the 10 subjects with such injuries were without 
dyskinesia (p=0.04, Fisher’s exact test). In addition, 
11 of 15 patients with presumed neuroleptic-induced 
parkinsonism were not dyskinetic (p=0.04, Fisher’s 
exact test). l 

With regard to cognitive function, patients with tar- 
dive dyskinesia had relative impairments compared 
with nondyskinetic patients in memory (mean scores = 
3.0+2.5 versus 5.4+3.9; Mann-Whitney U=260.5, 
p=0.05), calculating ability (2.1+1.7 versus 3.4+1.2; 
U=279.5, p<0.05), and reasoning (3.4+3.1 versus 
5.8€+4.0; U=279.5, p<0.05). No differences were 
found with orientation, attention, or language (p= 
0.25—0.90). 

Negative symptoms were significantly more severe 
in the dyskinetic patients than in the nondyskinetic 
patients (mean negative symptom scores=9.3+3.5 
versus 6.5+£3.5; U=133.7, p<0.02). Positive symp- 
toms were not different in the two groups (11.6+9.0 
versus 12.7+9.6; p>0.55). Slight but significant cor- 
relations were found between negative symptoms and 
two cognitive items, memory and calculation (r,=—0.32 
and —0.36, respectively, p<0.05). 

Within the dyskinetic group, there were no signifi- 
cant correlations between severity of the involuntary 
movements, even when separated into facial and limb- 
truncal scores (21), and any aspect of cognitive func- 
tion. In addition, there was no positive correlation be- 
tween severity and negative symptom scores. 

Finally, the mean blink rate of 21+20 blinks/min in 
subjects without involuntary movements was not sig- 
nificantly different from the rate of 18+14 blinks/min 
in patients with involuntary movements. 


DISCUSSION 


Tardive dyskinesia was associated with more cogni- 
tive impairment and negative symptoms in this group 
of elderly male psychiatric patients. The significantly 
lower prevalence of secondary mental syndromes and 
frontal lobe lesions (primarily iatrogenic) in the dyski- 
netic patients than in the nondyskinetic patients in the 
present study suggests that more cognitive deficits and 
negative symptoms cannot be explained by confound- 
ing macroscopic brain disease. One group has sug- 
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gested that cognitive impairment, negative symptoms, 
and tardive dyskinesia are associated and may result 
directly from the schizophrenic process (22, 23). In the 
current study involving patients with extensive anti- 
psychotic treatment histories, the prevalence of dyski- 
nesia was substantially higher than that reported by 
Owens et al. (22) in never-medicated schizophrenic pa- 
tients. The current results, then, would appear to agree 
with the bulk of the literature suggesting that treat- 
ment with antipsychotic medications can at least pro- 
mote tardive dyskinesia in vulnerable individuals. 

Insofar as tardive dyskinesia may be the result of 
striatal dysfunction, the dysfunction of these structures 
in psychosis could be secondary to a lesion elsewhere, 
e.g., in the frontal cortex (24, 25), but it also could be 
primary. Moreover, some cognitive impairments are 
difficult to attribute to specific brain structures. For 
instance, impairments caused by bilateral lesions of the 
head of the caudate can resemble those produced by 
lesions of the frontal cortex in both nonhuman pri- 
mates (9) and in humans (26). If a primary dysfunction 
in the frontal cortex underlies the cognitive impair- 
ment and negative symptoms in patients with tardive 
dyskinesia, one would expect lobotomies and other 
obvious frontal lesions to be more prevalent in these 
patients. We found the opposite: that is, we found 
frontal lesions to be significantly less prevalent in pa- 
tients with tardive dyskinesia. 

Our findings may suggest a primary role for the stri- 
atum in the pathogenesis of cognitive impairment and 
negative symptoms in neuropsychiatric disorders of 
multiple types, i.e., our findings suggest that negative 
symptoms and cognitive impairment may be manifes- 
tations of subcortical dementia (9, 26). The association 
of cognitive and negative symptoms with tardive dys- 
kinesia found in patients with affective disorder (27) 
also supports this hypothesis. 

Like Waddington et al. (3), we found no pattern of 
cognitive deficits to implicate a specific cortical brain 
region. This, too, is consistent with the hypothesis that 
subcortical dysfunction may play a role in the expres- 
sion of cognitive impairment and negative symptoms. 

Although one post-mortem study (28) documented 
previous involuntary facial movements in 12 of 19 leu- 
kotomized subjects, most previous studies have gener- 
ally not found a positive relationship between loboto- 
mies and tardive dyskinesia (29). Comparisons with 
these earlier: studies are difficult because of the ad- 
vanced age and extended duration of antipsychotic 
medication treatment of the subjects in the present 
study. | 

The present study is limited by the small number of 
subjects andi the inability to calculate the cumulative 
neuroleptic exposure of these patients. Nevertheless, in 
view of the increasing evidence for the role of the stri- 
atum in cognition (9, 26), the present study may sug- 
gest that the disruption in basal ganglia function which 
results in tardive dyskinesia also may play a role in the 
pathogenesis of the cognitive impairment and negative 
symptoms in schizophrenia. 
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Remediation of Cognitive Deficits'in Schizophrenia 


Alan S. Bellack, Ph.D., Kim T. Mueser, Ph.D., Randall L. Morrison, Ph.D., 
Ann Tierney, B.A., and Kenneth Podell, M.A. 


Studies have suggested that schizophrenia is charac- 
terized by an impairmert in the dorsolateral prefrontal 
cortex that prevents learning of some elementary in- 
formation processing tasks. To test this hypothesis, the 
authors administered the Wisconsin Card Sorting Test 
to 16 schizophrenic inpatients with standard instructions 
and either contingent or noncontingent reinforcement. 
Performance was markedly impaired under each con- 
dition. A second cohort (N=12) was tested after re- 
ceiving instructions plus rehearsal and feedback. These 
subjects’ performance twas comparable to nonpatient 
norms and was maintained on a subsequent day. The 
results indicate that deficits in performance on the Wis- 
consin Card Sorting Test are remediable, whether or 
not they are due to neurological impairment. 

(Am J Psychiatry 1990; 147:1650-1655) 


he existence of both structural and functional 
brain impairments in schizophrenia is docu- 
mented by an extensive body of literature (1—4), but 
the precise neurological basis of the illness is still con- 
troversial. There is considerable support for both 
structural and biochemical hypotheses, but the evi- 
dence is far from consistent (5). One of the most com- 
pelling hypotheses about the locus of schizophrenic 
brain dysfunction is that the disorder involves an im- 
pairment in the dorsolateral prefrontal cortex (3). In 
an important series of studies, Weinberger et al. (6—8) 
demonstrated that, in contrast to normal control sub- 
jects, schizophrenic patients fail to exhibit increased 
blood flow to this area when performing a task which 
requires prefrontal activation. In contrast, they exhibit 
normal activation in ozher areas of the cortex while 
performing information processing tasks that impose 
different cognitive demands. 
The prefrontal task employed in the Weinberger 
studies was the Wisconsin Card Sorting Test (9), a 
widely used neuropsychological task that requires sub- 
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jects to categorize simple geometric forms by shape, 
color, or number (of objects). It is relatively easy for 
normal subjects but is difficult for patients with pre- 
frontal lesions. Perhaps the most notable finding of 
Weinberger et al.’s series of studies was that the schizo- 
phrenic patients seemed unable to learn how to per- 
form this task, even after coaching. Goldberg et al. (8) 
reported that schizophrenic subjects could perform ad- 
equately when given card-by-card feedback on the cor- 
recting sorting rule, but there was no generalization to 
subsequent uncoached trials. The subjects were able to 
learn to perform other, nonprefrontal tasks, suggesting 
that the deficit i in performance on the Wisconsin Card 
Sorting Test was not due to inattention or lack of ef- 
fort. Thus, Goldberg et al. concluded that failure to 
learn the Wisconsin card sorting task reflected a pro- 
found prefrontal dysfunction. 

However, ‘several aspects of the Goldberg et al. 
study raise questions about the generalizability of the 
results. First,'the subjects were inpatients at St. Eliza- 
beths Hospital who “had chronic unremitting illnesses, 
a population: chosen because of the probability that 
they would perform poorly on the Card Sort” (8, p. 
1009). It is not clear precisely what this selection 
method entailed, but the description implies a severelv 
impaired sample that was somehow different from the 
broader population of schizophrenic patients. Second, 
the Wisconsin Card Sorting Test procedure imposes a 
set of demands that may be particularly difficult and 
aversive for schizophrenic patients. The procedure 
provides little guidance or support to patients. The 
initial instructions simply direct the subject to put the 
stimulus cards where the subject thinks they belong, 
and the examiner provides no feedback during the task 
other than saying “Right” or “Wrong” each time the 
subject makes a response. If the subject gets 10 trials in 
a row correct, the sorting rule is covertly changed by 
the examiner, who gives the subject no feedback other 
than saying “Wrong” to previously correct responses. 
The test is administered in sets of 64 or 128 trials. 
Consequently, if the subject has difficulty, he or she is 
presented with a long series of critical responses that 
offer little guidance and no encouragement. Many 
schizophrenic patients are highly sensitive to negative 
feedback, so'they might find this procedure particu- 
larly distressing (10). 

A third limiting factor is the training strategy em- 


ployed to teach patients how to perform the task. The 
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subjects in the Goldberg et al. study received three sets 
of 64 trials for which they received minimal or no 
instructions, followed by 32 trials in which they were 
told the correct response after each trial. This proce- 
dure temporarily increased performance accuracy 
above 90%, but the training paradigm had several lim- 
itations. First, the subjects had already experienced a 
considerable amount of failure on the initial sets of 
trials and were given no incentive to learn the task 
when training began. It cannot be assumed that se- 
verely impaired schizophrenic patients have the intel- 
lectual curiosity or inherent motivation to spontane- 
ously invest effort on tasks like the Wisconsin Card 
Sorting Test. Second, it is not clear that the subjects 
were taught a rule for adjusting to the changing de- 
mands of the task; they may simply have been com- 
plying with the examiner’s instructions, rather than 
actively trying to learn about the task. Third, prompt- 
ing lasted for only 32 trials, in which the subjects made 
few errors. Thus, they had little opportunity for cor- 
rective feedback, which might have facilitated learning 
of a generalizable rule. 

If valid, Goldberg et al.’s conclusion would have a 
dramatic impact on rehabilitation programs for schizo- 
phrenic patients. For example, recent efforts to en- 
hance social functicning have emphasized training in 
problem-solving skills (11). This endeavor might be 
fruitless in the face of unremediable prefrontal impair- 
ment (12). The purpose of our study was to examine 
the generalizability of the Goldberg findings and de- 
termine 1) whether a less impaired sample of schizo- 
phrenic patients would exhibit marked inability to per- 
form the task and 2) if so, whether they could learn it 
when provided with a positive incentive (money) for 
performance and with more elaborate training. 


METHOD 
Subjects 


The subjects were 28 patients who met the DSM- 
III-R criteria for schizophrenia. All were inpatients in 
an acute care facility. The diagnosis was determined on 
the basis of a structured interview: either the Schedule 
for Affective Disorders and Schizophrenia (13) or the 
Structured Clinical Interview for DSM-III: Psychotic 
Disorders (14) (two different interviews were used be- 
cause some subjects were initially screened for a dif- 
ferent research protocol). Each subject provided in- 
formed consent to participate and exhibited no 
evidence of definite or probable organic brain syn- 
drome or history of drug or alcohol dependence (as 
reported in the chart or suggested during the diagnos- 
tic interview). A patient was excluded if diagnosis, or- 
ganic involvement, or substance abuse history were 
uncertain. 

The sample consisted of 21 men and seven women; 
12 were black and 16 were white. The mean age was 
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32.4 years (range=23—4&). The subjects had a mean of 
6.2 prior hospitalizations and were first hospitalized at 
an average age of 21.1 years. Each subject was in the 
midst of an acute exacerbation at the <me of testing. 
They had been in the hespital for an average of 20.4 
days before participating in this study; total hospital- 
ization time for the current episode averaged 32.8 
days. All subjects were taking neuroleptics, and the 
mean chlorpromazine- -equivalent dose was 838.4 mg/ 
day. The Brief Psychiatr:c Rating Scale was acminis- 
tered to all but four sub ects within 1 day of testing. 
The results documented taat the subjects were still sub- 
stantially impaired: the meantSD thought disorder 
summary score was 3.32+1.09, and the mean for se- 
verity of illness was 4.60+0.89 (each score based on a 
7-point scale, 7=very severe impairment). 


Procedure 


Our initial hypothesis was that poor performance on 
the Wisconsin Card Sorting Test might reflect inatzen- 
tion and lack of effort, rather than inakility to master 
the task. We expected that performance would be im- 
proved by providing an incentive. To test this hypoth- 
esis, we tested an initial cohort of 16 patients (cohort 
1), who received either positive reinforcement (a 
nickel) contingent on cotrect responses or a noncon- 
tingent incentive (also a nickel) periodically through- 
out the test. Neither procedure had any effect on per- 
formance, and we consequently recruited a second 
cohort of 12 subjects (conort 2) and provided contin- 
gent reinforcement supplemented with more extensive 
training. The procedure for each cohort comprised 
four phases: 1) testing under standard conditions, 2) 
testing with incentives and/or training, 3) testing under 
standard conditions, 4) testing under standard condi- 
tions on the following day. 

Cohort 1. These 16 subjects were assigned sequen- 
tially to contingent reinforcement or nor.contingent re- 
inforcement. All subjects received four seis of cards. 
The first set (128 cards) was administezed with the 
standard instructions described by Heaton (9) in the 
manual for the Wisconsin Card Sorting Test. The sub- 
jects were instructed only to place the stimulus cards 
where they thought they belonged. The experimenter 
replied “Right” or “Wrcng” after each trial. If the 
subject got 10 successive trials correct, the experi- 
menter changed the sortir.g rule withouz any notice. 

The second set of (128) cards was also administered 
according to standard p-zocedures, but the subjects 
were provided one of two forms of performance incen- 
tives in addition to the standard verbal zeedback. The 
subjects receiving contingent reinforcement were told 
that they would be given 5 cents for each correct re- 
sponse. A cup was placed on the table in the subject’s 
sight, into which the experimenter depcsited a nickel 
immediately after a correc sort. The subjects receiving 
noncontingent reinforcement were told that they 
would periodically receive 5 cents for “trying hard.” 
Each of these subjects was “ycked” to the preceding 
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subject in the contingent reinforcement group and re- 
ceived a nickel in each trial for which the yoked part- 
ner was reinforced. Thus, a subject in the noncontin- 
gent reinforcement group received the incentive in 
designated trials whether or not the responses were 
correct but received appropriate verbal feedback, ac- 
cording to standard Wisconsin test procedure. A set of 
64 cards was then administered under standard testing 
conditions (i.e., no incentives). A fourth set of (128) 
cards was administered under standard conditions the 
following day, to determine if any performance gains 
were maintained. 

Cohort 2. The procedure for these 12 subjects was 
identical to that for the cohort 1 group that received 
contingent reinforcement except that the subjects were 
given the following instructions: 


Let me tell you a little about this task before we go any 
further. There are three ways you can match up the cards: 
by color, by shape, or by number. If you match by color, 
you would put a red card under the red pile, a yellow card 
under the yellow pile, etc. If you match by shape, you 
would put a circle under the circles, a star under the stars, 
and so on. Finally, if you match by number, you would put 
a card with one form on it under the one pile, a card with 
two forms on it under the two pile, and so on. Each time 
you choose, you should try to decide which will be correct: 
color, shape, or number. If you think color is correct, what 
would you do? Good. [Provide correct answer with expla- 
nation if subject is incorrect or uncertain.) How about if 
you think the correct choice is shape? Good. [Prompt with 
correct answer if subject is incorrect.) And how about if 
you think it is number? Good. [Prompt and correct again 
if necessary.] 

Now, I am going to pick one category to be correct: it 
could be color, shape, or number. That category will be 
correct until you get it right several times in a row. After 
you get several correct in a row, I will change the category 
that is correct. For exaraple, if the correct category is color 
and you get it right for a while, I will change the correct 
category to shape or number. That category will be correct 
for a while, and then I will change it again. I can’t tell you 
the rule in advance, buz I will give vou a nickel every time 
you get one right. If you get a nickel, that means you 
sorted the card correct_y, and you should sort it the same 
way the next time. If I say “Wrong,” that means you 
sorted with the wrong category and you should sort it a 
different way the next time. For example, if you match up 
by color and I give you a nickel, that means color is correct 
and you should guess it again. If you guess color and | 
don’t give you a nickel, what does that mean? Good. [Cor- 
rect and explain if necessary.) Then what should you do 
next? Good. [Correct if necessary.| OK, before we start, 
tell me what you are going to do. Good. [Correct if 
necessary. | 


The experimenter then began administering the test. 
After each of the first five cards the subject was asked 
how he or she decided which pile to choose and what 
he or she would do with the next card. If the response 
indicated lack of understanding (even though the sort 
may have been correct), the decision rules were re- 
viewed in the same manner as in the initial instruc- 
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tions. This questioning and review was repeated after 
cards 32-37. After this set of 128 cards was com- 
pleted, an unreinforced and unprompted set of 64 
cards was administered. A fourth set of (128) cards 
was administered the following day, as with cohort 1. 


RESULTS 


The abei in the second cohort were recruited and 
tested after the tests with the first cohort had been 
completed. A series of t tests and chi-square analyses 
demonstrated that the two cohorts were equivalent on 
all demographic variables, medication levels, and his- 
tory of treatment. Two subjects i in cohort 1 and three 
in cohort 2 completed five categories (i.e., gave 10 cor- 
rect responses in succession} on the first set of cards 
(before incentives or instructions were provided), 
which ts equivalent to the performance of the “nor- 
mal” subjects in Heaton’s standardization sample (9). 
As further improvement was unlikely, these subjects 
were excused and did not complete sets 2—4. In the 
analyses reported, there were seven subjects each in the 
groups receiving contingent and noncontingent rein- 
forcement and nine in the instruction group. As the 
subjects were not assigned to the cohorts on a random 
basis, the data technically violate the assumptions un- 
derlying the analysis of variance. Hence, we opted to 
first analyze the data from the two cohorts separately. 

The two groups in cohort 1 were compared with 
2x4 (Group! by Phase) repeated measures analyses of 
variance (ANOVAs) on categories completed, correct 
responses, and perseverative errors. As only 64 cards 
were administered in phase 3, scores for this phase 
were prorated. None of the differences was significant. 
Both groups performed at or below the level of 
Heaton’s brain-damaged samples (9), and neither ex- 
hibited any evidence of learning. Four subjects failed to 
complete more than one category in any of the sets, 
and five others completed no more than two categories 
in any set. 

The data for cohort 2 were analyzed with a series of 
one-way repeated measures ANOVAs. The results (fig- 
ure 1) were dramatically different. Performance was very 
poor on the first set of cards but improved significantly 
with the introduction of instructions in phase 2. The im- 
provement was maintained in phases 3 and 4, after in- 
structions and incentives were withdrawn. 

A series of 2x4 ANOVAs (Cohort by Phase) was 
conducted to compare cohort 2 with the combined 
groups from cohort 1. Degrees of freedom were ad- 
justed by means of the Greenhouse-Geisser procedure 
(15). These analyses confirmed the pattern suggested 
by the separate cohort analyses. As shown in table 1, 
two of the three analyses were characterized by signifi- 
cant phase effects, and all three indicated significant 
Cohort by Phase interactions. This pattern reflects the 
improvement in cohort 2. Orthogonal contrasts docu- 
mented that ithe subjects in cohort 2 performed signifi- 
cantly better in phases 2, 3, and 4 than they did in 
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FIGURE 1. Performance on the Wisconsin Card Sorting Test of 
Schizophrenic Patients Given Standard Instructions and Contingent 
or Noncontingent Reinforcement (Cohort 1) or Contingent Rein- 
oe and Instructions Plus Rehearsal and Feedback (Cohort 


@—e Cohort 1 (N=14) 
m—w# Cohort 2 (N=9) 


eo 








% Perseverative 


% Correct 
Responses 






Categories 
Achieved 


Phase 1 tb 2 Phase 3 Phase 4 


“Phase 1=standard conditions, phase 2=incentives and/or training, 
phase 3=standard conditions, phase 4=standard conditions on the 
following day. 


phase 1 (p<0.02 for each dependent variable). In ad- 
dition, the slight performance declines across phases 3 
and 4 were not significant. 


DISCUSSION 


The results for cohort 1 are consistent with the 
Goldberg et al. (8) findings. Our subjects exhibited 
marked deficits in performance on the Wisconsin Card 
Sorting Test, having as much or more difficulty than 
patients with frontal brain damage. Adding contingent 
or noncontingent incentives had no effect on perform- 
ance, suggesting that the poor performance was not a 
simple result of lack of interest or motivation. The 
results for cohort 2 are markedly different. A relatively 
brief training regime resulted in dramatic improve- 
ments, increasing performance to normative levels. 
Moreover, the gains were maintained in subsequent 
trials during the same session and on a subsequent day. 
Goldberg et al. found that prompting produced only 
temporary gains and concluded that some schizo- 
phrenic patients are unable to learn this frontally me- 


Am J] Psychiatry 147:12, December 1990 


BELLACK, MUESER, MORRISON, ET AL. 


TABLE 1. ANOVAs of Wisconsin Card Sorting Tast Results for 
Schizophrenic Patients Given Standard Instructions and Contin- 
gent or Noncontingent Reinforcement (Cohort 1) or Ccntingent 
oo and instructions Plus Rehearsal and Feedback (Co- 
hort 2 


Ana ysis of Variance 


Performance Variable and F 
Effect Analyzed? (df=1, 21) p< 
Correct responses 
Group effect 3:72 n.s. 
Phase effect 10.C7 0.005 
Group by Phase interaction 5.58 0.05 
Categories completed 
Group effect 11.73 0.005 
Phase effect 7.28 0.03 
Group by Phase interaction 6.85 0.03 
Perseverative errors 
Group effect 0.34 n.s. 
Phase effect 2.62 n.s. 
Group by Phase interaction 4.95 0.05 


“Phase 1=standard conditions, phase 2=incentiv2s and/or training, 
phase 3=standard conditions, phase 4+=standarc conditions on the 
following day. 


liated task without heroic efforts. The results of this 
tudy demonstrate that that conclusion does not ex- 
zend to our subjects, who were more like the acutely ill 
patients found in many community hospitals. 

There are several poss:ble explanations for the dis- 
crepancy between our results and taose of Goldberg et 
al. First, our sample was smail and the results could 
reflect chance factors, The uniformity erd magnitude 
of the training effects argue against the (null) hypoth- 
esis that acutely ill schizophrenic patients cannot learn 
to perform the Wisconsin Card Sorting Test, but cau- 
tion is warranted until these results are reslicated. Sec- 
ond, the Goldberg et al. results could reflect a type II 
error. Their patients were severely impaired, did not 
respond to treatment, and were selecte= with the ex- 
pectation that they would do poorly on tae Wisconsin 
test. Such a sample is not representative of schizo- 
phrenic patients as a whole. Schizophrenia is a heter- 
ogeneous diagnostic category, subsum:ng subgroups 
with different etiologies and structural and functional 
impairments (5, 16, 17). While some subgroups may 
well have a dorsolateral prefrontal dyscunction, the 
data suggest either that this is not a universal phenom- 
enon and/or that many patients can compensate for 
such an impairment. Almost 18% of our subjects ex- 
hibited normative performance on the Wisconsin Card 
Sorting Test without any instruction. Similarly, Braff et 
al. (18) reported that a less impaired (outpatient) 
group did not exhibit pocrer performanze on the Wis- 
consin Card Sorting Test than normal control subjects. 
Other studies (19) have shown inconsistant differences 
between schizophrenic patients, bipolar patients, and 
normal control subjects, and Green et al. (20) reported 
that a subgroup of their schizophrenic subjects were 
able to learn the Wisconsin scrting task. Further re- 
search is required to determine which subtypes of pa- 
tients have impairments in the information processing 
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domains required for the Wisconsin Card Sorting Test 
end which patients can learn to perform the task. 

Another factor contributing to the difference in the 
results of the two studies was the training procedures 
employed. Goldberg ez al. informed their subjects of 
the general rule for sorting cards and then provided 
prompts after each sort. Our training differed in two 
important ways. Rather than simply presenting sub- 
jects with a rule, we ensured learning by repeatedly 
probing the subjects’ comprehension throughout the 
training and giving positive and corrective feedback 
when they did not demonstrate clear understanding. 
Thus, the subjects were forced to be active participants 
in the training, and we were able to ensure compre- 
hension at each step in the procedure. Second, the ini- 
tial training was reinforced (and supplemented as 
needed) at two different points after testing began. 
These two elements, active demonstration of learning 
and redundancy of training, have proven to be essen- 
tial in social skills training and other rehabilitation 
programs with schizophrenic patients (21, 22). 

While these hypotheses may explain why our sub- 
jects learned the card sorting task better than the sub- 
jects in the Goldberg et al. study, they do not explain 
why most subjects in both studies performed so poorly 
on what is such an easy task for normal subjects. Nine 
subjects in cohort 1 failed to complete more than two 
categories in any of the four phases, and six completed 
zero categories in at least two phases. This level of 
performance is worse than that achieved by Heaton’s 
sample with focal frontal impairments (9); our un- 
trained subjects also made more perseverative errors. 
The failure of financial incentives to improve perform- 
ance in our study is consistent with the conclusion 
drawn by Berman et al. (7) and Goldberg et al. (8) that 
the poor performance is not due to lack of attention 
and effort. Conversely, the ability of our brief training 
regime to improve performance so markedly is not en- 
tirely consistent with their hypothesis concerning pre- 
frontal impairment. It is possible that the training pro- 
vided subjects a stratezy with which to compensate for 
a prefrontal dysfunction and circumvented their inabil- 
ity to develop an effective problem-solving strategy. 
However, that seems unlikely as the training was rel- 
atively brief and did not teach a particular strategy or 
mnemonic for solving the task. We simply ensured that 
the subjects understood the general elements and re- 
quirements of the test. Apparently, this information 
allowed them to generate and carry out their own 
strategies in subsequent trials. It might also be hypoth- 
esized that poor performance on the Wisconsin Card 
Sorting Test results from deficits in short-term mem- 
ory, but the training did not circumvent or reduce the 
demand on memory. 

The data are consistent with a more neuroanatom- 
ically diffuse impairment that affects executive control 
functions, including the ability to develop a response 
set and follow a plan of action (19, 23). For example, 
patients with focal frontal dysfunction do poorly on 
the Wisconsin test in part because they perseverate and 


1654 


cannot shifti when the rule for correct responses 
changes. In contrast, schizophrenic patients seem to 
respond in a relatively random manner throughout the 
test, with little apparent continuity from trial to trial. 
Their perseverative errors reflect short strings of incor- 
rect responses followed by unpredictable shifts that do 
not seem to be connected to previous feedback. They 
seem to have.no plan, rather than being unable to shift 
from an incorrect plan. Card sorting performance is 
particularly likely to be vulnerable to an impaired abil- 
ity to develop a plan of action, as subjects are given no 
instructions and minimal feedback. Our training may 
have compensated for such a deficiency. (Most subjects 
in cohort 2 expressed appreciation and relief at finally 
learning what was required.) Further light could be 
shed on this issue by examining blood flow before and 
after subjects learn how to perform the card sort. If 
there is a prefrontal impairment, training should not 
result in an increase in prefrontal activation, regardless 
of changes in performance. If the dysfunction is in a 
distal brain system, improved performance should be 
associated with increased frontal flow. 

Two other questions are raised by our data. First, it 
is not clear how durable or generalizable the results of 
training are. There was a slight (nonsignificant) decline 
in performance for subjects in cohort 2 during the last 
two phases. It is important to determine if perform- 
ance gains can be maintained over time or if they are 
an ephemeral response to instructions. Second, our 
data do not indicate whether the subjects learned a 
generalized information processing strategy that could 
be applied to other tasks or if they simply learned a 
highly specific mnemonic. Our training was relatively 
brief and focused on a specific task. We did not at- 
tempt to teach a general problem-solving strategy. It 
remains to be seen if a more extensive training regime 
could produce meaningful changes in cognitive pro- 
cesses that affect daily living. 
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Psychiatric Illness and Irritable Bowel Syndrome: 
A Comparison With Inflammatory Bowel Disease 


Edward A. Walker, M.D., Peter P. Roy-Byrne, M.D., Wayne J. Katon, M.D., 
Lawrence Li, M.D., Deborah Amos, M.A., and Geoffrey Jiranek, M.D. 


Structured psychiatric interviews and psychological 
self-report measures were administered to 28 patients 
with irritable bowel syndrome and 19 patients with 
inflammatory bowel disease. Significantly more of the 
patients with irritable bowel syndrome had lifetime 
diagnoses of major depression, somatization disorder, 
generalized anxiety discrder, panic disorder, and pho- 
bic disorder, They had significantly more medically 
unexplained somatic symptoms, and most had suf- 
fered from psychiatric disorders, particularly anxiety 
disorders, before the onset of their irritable bowel 
symptoms. 

(Am J Psychiatry 1990; 147:1656—-1661) 


i rritable bowel syndrome accounts for 13%—52% of 
new referrals to gastroenterology clinics (1, 2) and is 
a common presenting problem in primary care set- 
tings. Investigations of coexisting gastrointestinal and 
psychiatric symptoms ia patients with irritable bowel 
syndrome have demonstrated that 54%-100% of 
these patients have mood or anxiety disorders (3-9). 
Hcwever, some studies did not use structured psychi- 
atric interviewing (3, 6, 7), operationalized diagnostic 
criteria (3), or comparison groups (3, 4, 8), and some 
compared irritable bowel syndrome patients to pa- 
tients without gastrointestinal illness (3, 7). The stud- 
ies that did use structured interviewing (4-9) used the 
Research Diagnostic Criteria (RDC) (10), which pre- 
vent the diagnosis of an anxiety disorder if a primary 
mood disorder is discovered, so these studies underes- 
timated the prevalence of anxiety disorders. Some 
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studies did not reliably investigate the relative timing 
of gastrointestinal and psychiatric symptoms (3, 6—8), 
thus preventing determination of whether the psychi- 
atric symptoms developed as a result of the medical 
illness, developed simultaneously with the medical ill- 
ness, or were present before the appearance of gastro- 
intestinal symptoms. 

Our pilot study was an attempt to address these 
methodologic limitations and add to the existing 
knowledge about the relationship of irritable bowel 
syndrome and psychiatric disorders. 


METHOD 


We recruited subjects from our university gastroen- 
terology clinic and family medicine clinic and from 
two urban private-practice gastroenterologists. The 
subjects were a sequential sample of patients diag- 
nosed as having irritable bowel syndrome by a gastro- 
enterologist after appropriate exclusion of other med- 
ical disease according to the criteria of Manning et al. 
(11) as modified by Thompson et al. (12). For our 
comparison group we selected a sequential sample of 
patients with inflammatory bowel disease. 

Of the 63 patients in the initial sample, 47 (75%) 
agreed to participate, 11 (17%) refused, and five (8%) 
were excluded because of recent steroid use. Of the 39 
patients with irritable bowel syndrome who were ini- 
tially selected, most came from the university gastro- 
enterology clinic (62%, N=24) or the private-practice 
gastroenterologists (31%, N=12); a small number 
(8%, N=3) were from the primary care clinic. A sim- 
ilar pattern was found in the 24 initial patients with 
inflammatory bowel disease: gastroenterology clinic, 
54% (N=13); private practice, 25% (N=6); primary 
care clinic, 21% (N=5). The final sample of 47 sub- 
jects included 28 with irritable bowel syndrome and 19 
with inflammatory bowel disease; the latter group 
comprised 13 patients with Crohn’s disease and six 
with ulcerative ‘colitis. Chi-square tests with Yates’ 
correction and two-tailed t tests indicated that the 
groups did not differ significantly in age (mean+SD: 
37.1+14.2 versus 35.3%12.5 years; t=0.44, df=45), 
marital status (57% versus 47% married; x7=0.71, 
df=1), social class (Hollingshead score: 3.2+0.9 ver- 
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TABLE 1. Psychiatric Diagnoses of 28 Subjects With Irritable Bowel Syndrome and 19 Subjects With Inflammatory Bowel Disease 


DIS Diagnosis 


Depression 
Lifetime 
Current - 
Panic disorder 
Lifetime 
Current 
Generalized anxiety disorder 
Lifetime 
Current 
Panic or generalized anxiety disorder, 
lifetime 
Any phobia 
Lifetime 
Current 
Agoraphobia, lifetime 
Simple phobia, lifetime 
Social phobia, lifetime 
Somatization disorder, lifetime 
Alcohol abuse or dependence, lifetime 
Any lifetime diagnosis 


Irritable Bowel 


Syndrome 
N 


17 
6 


8 
2 


= me 
~I 


CA SD O & 06 wN CO A 


to 


*Chi-square test with Yates’ correction (df=1) or Fisher’s exact test. 


Inflammatory 


Bowel Disease 

% N % Significance? 
61 3 16 x*=7.60, p<0.01 
21 1 5 x?= 1.23, n.s. 
29 0 0 p=0.01 

7 0 0 p=0.35 
54 2 11 x?=7.32, p<0.01 
11 1 5 x*=0.02, n.s. 
61 2 11 x*=9.85, p<0.005 
50 2 11 x*=6.20, p<0.05 
29 Í 5 x’=2.61, n.s 
25 0 0 p=0.02 
29 2 11 x?=0.63, n.s 
11 0 0 p=0.20 
32 0 0 p=0.005 
32 3 16 x?=2.23, ns. 
93 4 19 x’? =22.26, p<0.000 


sus 3.041.3; t=0.44, df=45), or sex (79% versus 
53% female; y*=2.41, df=1). 

All patients, including the primary care sample, were 
formally evaluated by a gastroenterologist and either 
were new patients or were returning to the clinics for 
follow-up care. Each patient was evaluated within 2 
weeks of his or her clinic visit. Any patient using sys- 
temic steroids (excluding oral contraceptives) in the 
month before the interview was excluded. 

After obtaining consent we interviewed the patients 
using an abridged form of the NIMH Diagnostic In- 
terview Schedule (DIS) Version HI-A (13), including 
the sections on somatization disorder, panic, general- 
ized anxiety, phobia, major depression, and alcohol- 
ism. The DIS sections on generalized anxiety and panic 
disorder were modified to agree with the DSM-III-R 
criteria, and the depression section was changed so 
that it would elicit more accurate information about 
current symptoms of major depression (14). The inter- 
viewers (E.A.W., L.L., and D.A.) were trained and su- 
pervised in the use of the DIS by one of the senior 
psychiatrists (W.J.K.) and were blind to the gastroin- 
testinal diagnosis. During the interview we inquired 
about current (during the last month) and lifetime 
symptoms of psychiatric disorders, and, to determine if 
a subject met the criteria for more than one psychiatric 
diagnosis, we scored the DIS to allow the maximum 
number of valid DSM-III-R psychiatric diagnoses, 
omitting the exclusion criteria. 

Age at onset of both psychiatric and gastrointestinal 
illnesses and the relative timing of the psychiatric and 
gastrointestinal symptoms were determined by patient 
interview, and the medical information was confirmed 
by the patient’s gastroenterologist. 

The patients also completed a battery of self-report 
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questionnaires, including the Hopkins Symptom 
Checklist-90 (15), Beck Depression Inventory (16), 
and the Modified Somatic Perception Questionnaire 
(17), a measure of somatic and autonomic perception. 

Chi-square tests with Yates’ correction and Fisher’s 
exact tests were used to compare the group with irri- 
table bowel syndrome and the group with inflamma- 
tory bowel disease on all categorical variables, such as 
psychiatric diagnoses and somatic symptoms. Two- 
tailed t tests were used to determine if the groups dif- 
fered in number of symptoms or psychological test 
scores. 


RESULTS 


The psychiatric diagnoses are summarized in table 1. 
Compared to the patients with inflammatory bowel 
disease, significantly more of the patients with irritable 
bowel syndrome had lifetime diagnoses of major de- 
pression, somatization disorder, generalized anxiety 
disorder, panic disorder, and phobic disorder; 26 
(93%) of the patients with irritable bowel syndrome 
and four (21%) of the patients witk inflammatory 
bowel disease had at least one of these lifetime diag- 
noses. The difference in the prevalence of phobias was 
entirely due to agoraphobia. Even after we excluded 
generalized anxiety disorder and phobias in the irrita- 
ble bowel syndrome group, 24 (86%) of the subjects 
had lifetime diagnoses of major depression, panic, or 
somatization disorder. The patients with irritable 
bowel syndrome also had a significantly higher mean 
number of DIS psychiatric diagnoses (2.25+1.50 ver- 
sus 0.37+0.80; t=5.56, df=44, p<0.009). There were 
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TABLE 2. Psychiatric Symptoms Predating Gastrointestinal Symp- 
toms in 28 Subjects With Irritable Bowel Syndrome 


Patients With 
Earlier Psychiatric 
Symptoms Meeting 

Criteria for 


Diagnosis 

DIS Diagnosis N Yo 
Panic disorder 9 32 
Generalized anxiety disorder 17 61 
Phobic disorder 15 54 
Major depression 10 36 
Somatization disorder 9 32 
Panic or generalized anxiety 18 64 
Panic or generalized anxiety 

or phobia 22 79 
Panic or generalized anxiety 

or major depression 18 64 
Any of above diagnoses 23 82 


no differences in the number of current psychiatric di- 
agnoses per patient. 

We also compared the Crohn’s disease and ulcer- 
ative colitis patients and found no significant differ- 
ences between them in age, sex, marital status, social 
status, or any psychiatric diagnosis, suggesting that, 
for the purposes of this study, they were a homoge- 
necus comparison group. 

From the somatization section of the DIS we found 
that the irritable bowel syndrome patients had a sig- 
nificantly higher number of medically unexplained so- 
matic symptoms (mean+SD: 10.6+5.0 versus 2.5+ 
2.5; t=7.35, df=42, p<0.000), Because abdominal 
distress was common in both groups, we reanalyzed 
the data excluding gastrointestinal symptoms, i.e., ab- 
dominal pain, vomiting, nausea, diarrhea, gas, food 
intolerance, and constipation; there was still a signifi- 
cant difference (6.1+4.2 versus 1.74£2.0; t=4.77, df= 
42, p<0.000). Since gastrointestinal symptoms are 
also commonly associated with anxiety disorders, we 
then further excluded cardiopulmonary symptoms, 
i.e., palpitations and shortness of breath, and contin- 
ued to see a significant difference in medically unex- 
plained somatic symptoms (5.5+3.9 versus 1.6+1.9; 
t=4.52, df=42, p<0.000). 

We compared the age at onset of gastrointestinal 
symptoms with the age at onset of any psychiatric 
symptoms that met the criteria for diagnosis. Before 
the onset of their gastrointestinal symptoms, 23 (82%) 
of the irritable bowel syndrome patients had a prior 
history of panic disorder, generalized anxiety disorder, 
phobia, major depression, or somatization disorder or 
a combination of these disorders (table 2). Five (18%) 
did not report having had serious psychiatric symp- 
toms before the diagnosis of irritable bowel syndrome. 
Of those five patients, three developed panic disorder, 
generalized anxiety disorder, or major depressive dis- 
order after the start of the irritable bowel syndrome. 
Only two (7%) of the 28 patients with irritable bowel 
syndrome had no histery of serious psychiatric symp- 
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toms either before or after development of gastrointes- 
tinal complaints. ' 

The psychological test scores are summarized in ta- 
ble 3. Compared to the patients with inflammatory 
bowel disease, the patients with irritable bowel syn- 
drome had significantly higher mean scores on seven of 
the 11 SCL-90 scales and on the Modified Somatic 
Perception Questionnaire but did not differ on the 
Beck Depression Inventory. 


DISCUSSION 


The results of this pilot study support the finding in 
prior studies (3—9) that patients with irritable bowel 
syndrome have a higher lifetime prevalence of psychi- 
atric illness than patients with other serious gastroin- 
testinal disease. We also attempted to address many of 
the methodological limitations of those studies. 

Our sample was drawn from both primary and spe- 
cialty care settings to provide a diverse patient group. 
Some prior studies did not use comparison groups (3, 
4, 8) or used groups with disorders other than gastro- 
intestinal disease (5, 7), with mixed inflammatory 
bowel disease (6, 9), with appendicitis (6), or with func- 
tional dyspepsia (9). To control for severity of illness we 
obtained a mix of Crohn’s disease and ulcerative colitis 
patients, and we excluded patients using systemic ste- 
roids, which have been associated with organic psychi- 
atric symptoms. In addition, we minimized sampling bias 
by not recruiting subjects with inflammatory bowel dis- 
ease from colitis support groups, since these groups may 
contain individuals with different disease severity or 
help-seeking behavior. 

Despite our attempt to use better methods than 
those in the previous studies, this investigation had a 
number of limitations. We excluded patients taking 
systemic steroids because of the possible psychotropic 
influence of these medications, but we may have 
thereby selected a healthier comparison group. Second, 
most of our subjects came from the gastroenterology 
clinic or private-practice gastroenterologists rather 
than directly from the primary care clinic. Patients in 
specialty settings have been found to have higher levels 
of psychopathology than primary care groups, and this 
difference in referrals could have introduced a selection 
bias. On the other hand, most of our subjects had 
earlier been referred to the university and private gas- 
troenterology clinics by their primary care physicians, 
thus making it difficult to meaningfully separate them 
into primary, secondary, and tertiary care samples. 

We found a surprisingly high prevalence of psychi- 
atric disorders (93%) in the sample with irritable 
bowel syndrome. Although it is similar to rates found 
in prior studies (3—9), the magnitude of this finding 
may have several explanations. We determined the 
maximum number of diagnoses allowed by the DIS 
according to DSM-III-R criteria, whereas many for- 
mer studies used the more restrictive, exclusionary 
RDC. Second, more than half of our subjects were 
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TABLE 3. Scores on Psychological Self-Report Measures for 28 Subjects With Irritable Bowel Syndrome and 19 Subjects With inflamma- 


tory Bowel Disease 





Irritable Bowel 


Syndrome 
Questionnaire Mean SD 
Beck Depression Inventory 7.35 7.6 
Modified Somatic Percep- 
tion Questionnaire 8.0 6.0 
Hopkins SCL-90 
Somatization 59.6 9.9 
Obsessive-compulsive 61.1 15.0 
Interpersonal sensitivity 59.8 12.4 
Depression 61.2 11.4 
Anxiety 58.1 13.1 
Hostility 56.3 12.0 
Phebic anxiety 42.5 18.0 
Paranoia 55.3 18.2 
Psyzhoticism 56.3 18.4 
Global severity 60.4 9.6 
Positive symptom total 60.6 8.8 


diagnosed as having generalized anxiety disorder, a 
diagnosis that was unavailable to researchers using the 
RDC. The validity of this diagnosis in patients with 
irritable bowel syndrome is unknown, since the diag- 
nostic criteria for generalized anxiety disorder state 
that organic factors must be excluded as a precipitant 
of the disturbance. The causal relationship between 
irritable bowel syndrome and anxiety is poorly under- 
stood, and it appears that the two disorders are recip- 
rocal, not that one clearly precipitates the other (18). 
However, even with the exclusion of generalized anx- 
iety disorder and phobias, 86% of the irritable bowel 
syndrome patients had lifetime psychiatric diagnoses 
of major depression, panic, or somatization disorder. 

Although psychiatric and gastrointestinal symptoms 
in patients with irritable bowel syndrome have been 
associated in prior studies, there has been disagree- 
ment over the timing of symptoms. Could the magni- 
tude of psychiatric disorder in irritable bowel syn- 
drome patients be explained as a reaction to the 
chronic gastrointestinal distress? The relative lack of 
psychiatric illness in the comparison group with in- 
flammatory bowel disease suggests that this is not the 
case. Despite the severity of gastrointestinal illness in 
the patients with Crohn’s disease and ulcerative colitis, 
the lifetime prevalence of psychiatric disease in this 
group was low. Because of the small size of our com- 
parison group we were unable to determine the relative 
contributions of the Crohn’s disease and ulcerative 
colitis patients to this low prevalence figure. However, 
the overall prevalence agrees with findings in other 
studies, which have shown that the lifetime prevalence 
of psychiatric illness in patients with ulcerative colitis 
is not significantly different from the rate in patients 
without gastrointestinal disease (19-21) and that the 
rate in Crohn’s disease patients may be the same (20) 
or slightly higher (21, 22). 

In addition, the majority (82%) of our patients with 
irritable bowel syndrome reported that the onset of 
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Inflammatory 
Bowel Disease Two-Tailed t Test 
Mean SD t dr p 
4.17 6.0 1.49 4? n.s. 
44 5.1 2.08 41 <0.05 
52.0 9.6 2.58 42 <0.05 
53.3 10.4 1.89 42 ns. 
51.4 14.5 2.06 42 <0.05 
55.8 9,1 1.64 42 n.s. 
48.9 13.0 2.29 42 <0.05 
49.4 14.0 1.76 42 n.s. 
40.3 13.5 0.45 4? n.s. 
43.9 14.8 2.20 4? <0.05 
45.6 14.6 2.07 4? <0.05 
51.4 8.5 3.20 42 <0.005 
54.2 8.3 2.44 42 <0.05 


their psychiatric symptoms occurred before the ap- 
pearance of gastrointes-inal distress. The time from 
onset of psychiatric illnzss to development of gastro- 
intestinal symptoms in these patients ranged from a 
few weeks to many years, suggeszing that, although 
some irritable bowel syndrome patients appear to have 
concurrent psychiatric illnesses, such as panic disorder 
(23), irritable bowel syndrome may not be merely a 
somatic manifestation af acuce psrchiatric illness. Al- 
though differences between our two groups of subjects 
were found in lifetime dsychiatric diagnoses, the pa- 
tients with irritable bowel syndrome also had a high 
degree of current psychological distress according to 
the SCL-90. These data suggest zhat many patients 
with irritable bowel syndrome have intermittent DSM- 
IlI-R anxiety and depressive disorders and that even 
between major episodes they retain substantial but 
subclinical psychologice! distress. Patients with high 
levels of psychological d_stress or “negative affectivity” 
(those with high anxiety, depression, and hostility 
scores on psychological measures of distress) have 
been found in multiple studies to report significantly 
more somatic symptoms than normal subjects (24). 
In addition to gastrcintestinal symptoms, patients 
with irritable bowel syndrome have been found to 
have multiple other srmptcms, such as headache, 
backache, lethargy, dizziness, dyscria, and dysmenor- 
rhea (3, 25~28). Compzred with peptic ulcer patients 
and normal comparisor. subjects, >atients with irrita- 
ble bowel syndrome resort more frequent minor ill- 
nesses (such as colds), experience trivial illnesses as 
more serious, and are more disadled by them (29). 
During colonic balloon -nflation patients with irritable 
bowel syndrome report pain sooner than normal sub- 
jects and in atypical sites (30-32). These findings sug- 
gest that patients with irritable bcwel syndrome may 
amplify minor physiolozic sensations. Our data from 
the somatization disorder section cf the DIS, the Mod- 
ified Somatic Perception Questionnaire, and the 
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SCL-90 are consistent with these findings; the patients 
with irritable bowel syndrome reported more minor 
somatic symptoms than patients with inflammatory 
bowel disease. 

Many patients have symptoms of irritable bowel 
syndrome but do not report them to physicians (33). 
Thase who do report these symptoms have higher 
prevalences of history of psychosocial distress (anxi- 
ety, depression, and somatization), abnormal person- 
ality patterns, poor coping skills, illness behavior, dis- 
ability, and life disruption (34). 

Many patients with irritable bowel syndrome ap- 
pear to have a higher proportion of slow (3 cycles/min) 
enteric myoelectrical activity than do normal subjects, 
and this characteristic pattern persists despite symp- 
tom remission. These observations suggest that the 


combination of this myoelectrical rhythm variation 


and prior psychiatric illness may constitute a trait 
marker of enteric nervous system or CNS vulnerability 
to development of irritable bowel syndrome, which 
emerges during psychological distress (35). 

The lifetime prevalence of psychiatric disorders in 
our patients with irritable bowel syndrome was 93%, 
a figure that is within the range suggested by previous 
studies (3-9). Our finding of a 61% lifetime prevalence 
of depression in this sample is similar to the 60%— 
70% lifetime depression rates we found in previous 
studies of chronic pelvic pain (36), atypical chest pain 
(37), chronic fatigue syndrome (38), tinnitus (39), and 
low back pain (40), conditions that have also been 
associated with chronic distress, What distinguishes ir- 
ritable bowel syndrome patients from these other 
groups (with the exception of atypical chest pain} is the 
large percentage who have diagnoses of prior anxiety 
disorder. These anxiety disorders, thought to involve a 
dysregulation of autonomic nervous system function, 
could be associated with the development of a disorder 
of enteric nervous system motility. In addition, recent 
evidence (18) suggests that disordered motility may 
then result in further changes in autonomic nervous 
system function, thus reinforcing a cycle of recipro- 
cally worsening anxiety and gut function. 

Overall, the patients with irritable bowel syndrome 
in this study showed greater sensitivity to minor phys- 
ical symptoms, more psychological distress, and a 
higher lifetime prevalence of psychiatric disorders 
compared with patients who had inflammatory bowel 
disease. These findings suggest that such patients might 
profit from formal psychiatric evaluation and treat- 
ment with both psychotherapeutic and psychopharma- 
cologic modalities. 
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Long-Term Predictors of Outcome 
in Abstinent Alcoholic Men 


Peter T. Loosen, M.D., Bess W. Dew, R.N., and Arthur J. Prange, M.D. 


Twenty-nine alcoholic men who had been abstinent 
for more than 2 years were evaluated behaviorally and 
neuroendocrinologically and then followed for 2 years. 
Mean length of abstinence at intake was shorter in the 
eight patients with histories of depression (3.3 years) 
than in the patients without such histories (6.8 years). 
Six patients relapsed during follow-up, all of whom 
had been sober less than S years. None of the neuro- 
endocrine variables studied was predictive of outcome. 
In summary, abstinence of less than 5 years and co- 
morbidity with depression were most predictive of 
poor outcome. 

(Am J Psychiatry 1990; 147:1662-1666) 


elapse rates for alccholic patients are determined 

by many factors, such as sample studied, age, sex, 
past chronicity, work, interpersonal relations, severity 
of the alcohol dependence, and length of abstinence 
(1-4). Comorbidity is an additional factor (5, 6). Pre- 
liminary evidence suggests that the diagnosis of depres- 
sion (7) or schizoaffective disorder (D.S. Hasin et al., 
unpublished data, 1989) in alcoholic patients may pre- 
dict poor outcome. 

Patients suffering from major depression and/or al- 
coholism may also show a blunted thyroid-stimulating 
hormone (TSH, thyrotropin) response after adminis- 
tration of thyrotropin-releasing hormone (TRH) (8, 9). 
In alcoholism, this blunzed response has been found 
both during acute withdrawal (10) and after prolonged 
abstinence (11), suggesting that it may be a trait 
marker, at least in some patients. There is also evi- 
dence that TSH blunting may predict treatment out- 
come, particularly in depressed patients (8, 9, 12). To 
our knowledge, the relationship between TSH re- 
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sponse and treatment outcome has not been evaluated 
in alcoholic patients. 

To investigate whether such variables as comorbid- 
ity and the TRH test would predict outcome in long- 
term abstinent alcoholic men, we designed a prospec- 
tive study of members of Alcoholics Anonymous (AA) 
who had been abstinent for more than 2 years. This 
design was chosen because data for most studies ex- 
amining predictors of outcome have been collected 
during short-term abstinence from alcohol. The demo- 
graphic details of this patient sample and the compar- 
ison of their neuroendocrine data to those of a normal 
volunteer group have already been reported (11). We 
now present a more detailed analysis of the outcome 
data. 


METHOD 


We studied 29 male AA members aged 30 to 66 
years (mean+$D=49.6+11.2). During the initial in- 
terview careful personal and family histories were 
taken, and diagnoses were made according to the Re- 
search Diagnostic, Criteria (RDC) (13) and DSM-III. 
Each patient had a diagnosis of alcohol dependence, in 
remission (DSM-III code 303.93). All patients had 
been diagnosed as alcoholic during previous hospital- 
izations and had achieved abstinence from alcohol for 
at least 2 years by joining a local AA group. Some 
patients had histories of depression, but in each case 
the depression had been preceded by the diagnosis of 
alcoholism. None had been hospitalized for depres- 
sion, and none was depressed or was being treated for 
depression during the study. All patients had started to 
drink between the ages of 15 and 25 years and thus 
fulfilled Cloninger’s criteria for type II alcoholism (14). 

After intake, the patients were followed up for at 
least 2 years. Follow-up information for this study was 
obtained every 6 months by using standard psychiatric 
evaluation techniques. Follow-up data were also ob- 
tained from the AA group (outside the standard fol- 
low-up), usually when a patient unexpectedly had 
taken a drink. Such information triggered an immedi- 
ate appointment of the patient with the physician 
(P.T.L.). We recorded both length of sobriety before 
intake and rate of relapse during follow-up. “‘Sobri- 
ety” or “abstinence” was defined as no evidence of 
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RDC alcoholism symptoms. “Relapse” was defined as 
any occurrence of RDC alcoholism symptoms during 
follow-up. 

Each patient received an injection of 0.5 mg of TRH 
between 8:00 and 9:00 a.m. in a standard fashion. 
Serum samples were frozen at —20 °C, and duplicate 
samples were assayed in the same. run, as described 
previously (10, 11). The intra-assay coefficients of vari- 
ance were as follows: TSH, 5.2%; prolactin, 8.5%; 
human growth hormone (GH), 4.2%; L-triiodothy- 
ronine (T3), 5.0%; free thyroxine (T,) index, 4.9%; 
reverse T3, 15%; cortisol, 4.7%; and testosterone, 
5.0%. 

The baseline and response data of various subgroups 
were compared by means of Student’s t tests. Logarith- 
mic transformations were performed when necessary, 
and separate variance estimates were used when the 
data were found to be heterogenous. McNemar’s test 
and the chi-square test were also used (15). 


RESULTS 


All 29 patients by definition had been abstinent from 
alcohol for at least 2 years. Eight (28%) had personal 
histories of depression, five (19%) of 27 had family 
histories of depression, and 22 (81%) of 27 had family 
histories of alcoholism. No family data were available 
from two patients. During the 2-year follow-up period, 
six (21%) of the 29 patients relapsed. In each case, 
relapse was defined as reemergence of drinking. 


Psychiatric History and Endocrine Variables 


Table 1 summarizes the relationships between per- 
sonal history of depression and other variables. As 
shown there, length of abstinence was approximately 
50% shorter in patients with personal histories of de- 
pression than in patients with no such history. Seven 
(88%) of the eight patients with histories of depression 
had been sober less than 5 years. In contrast, there 
were no differences in any neuroendocrine variable, 
including TSH response, between patients with and 
patients without histories of depression. Because there 
was no age difference between groups and because all 
patients started drinking between the ages of 15 and 
25 years, the patients with histories of depression were 
not likely overall to have experienced the onset of al- 
coholism more recently. 

Patients with family histories of depression also 
showed a shorter duration of sobriety than patients 
without such histories (mean+SD=3.6+1.8 versus 
6.6+6.4 years, respectively), although this difference 
did not reach statistical significance. A family history 
of alcoholism had no effect on length of abstinence 
(5.946.2 versus 6.6+5.0 years). Thus, comorbidity 
(but not family history of alcoholism) powerfully re- 
duced the likelihood of sustained abstinence. 

There was no clear association between a personal 
or family history of depression and TSH blunting (ta- 
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TABLE 1. Neuroendocrine \ariables in 29 Men Abstinent From 
Alcohol for at Least 2 Years Who Did or Did Not Have Histories of 
Depression 


Without His- With History 
tory (N=21) (N=8) 

Variable lean S2 Mean SD 
Age (years) 49.8 11.3 49.3 11.3 
Sobriety (years)? 6.8 E 3.3 1.5 
TSH (U/ml) 

Baseline 2.5 Q. 2.4 1.3 

Peak 11.6 5.0 8.4 4.7 

Change 9.1 4.9 6.0 3:5 
Prolactin (ng/ml) 

Baseline 5.9 2.6 6.0 1.8 

Peak 28.4 14.2 36.7 28.2 

Change 22.6 14. 30.7 28.0 
Baseline GH (ng/ml) 1.1 Cee 1.2 0.5 
Free T, (U) 6.6 15 6.4 Ley 
Total T; (pgd!) 7.5 1 De 7.0 7 
T, (ng/dl) 130 35 139 26 
T, uptake (%)} 44,9 4$ 46.1 3.7 
Reverse T, (ng/dl) 19.3 7. 18.0 8.3 
Cortisol ‘ug/dl) 11.2 ed 9.3 4,7 
Testosterone (ng/ml) 5.2 2e 5.2 t2 


“Significant difference betweer groups (t=2.31, if=24.51, p<0.03; 
Student’s t test). 


ble 2). Of the nine patients with TSH blunting, defined 
as Amax LSH<5 pU/ml, two (22%) had personal his- 
tories of depression, two (22%) had bath personal and 
family histories of depression, and. five (56%) had no 
history of depression. Similarity, thre was no associa- 
tion between a family h story of a:cobolism and TSH 
blunting. Seven (78%) of the nine patients with TSH 
blunting had such family histories, as did 15 (83%) of 
18 patients with normal TSH responses. 


Length of Sobriety and Endocrine Variables 


The 16 patients who had been sober for less than 5 
years were compared to the 13 patents who had been 
sober for 5 years or more. The short-term sobriety 
group had been abstinent for 2.3+0.5 years (mean+ 
SD), compared to 10.1+6.5 years for the long-term 
sobriety group (t=4.3C, df=12.11, p<0.001; Stu- 
dent’s t test). The mean ages of t22 two groups were 
similar (46.8+11.3 versus 53.1+11.2 years). There 
were no between-group differences in mean serum lev- 
els of TSH, prolactin, GH, free T, ndex, total T4, T3, 
reverse T}, T; uptake, coctisol, and testosterone. There 
also was no clear association between duration of ab- 
stinence and TSH blunting. Six o7 thz nine patients 
with TSH blunting had been sober less than 5 years, 
and the remaining three had beer. sober 5 years or 
more. The nine patients with TSH blunting had been 
abstinent for 5.0+1.4 years, and the 20 patients with- 
out blunting had been abstinent tor 4.2+1.5 years. 
However, the T3/T, rato was significantly lower in 
patients with long-term sobriety (2C.8+6.2 versus 
16.8+3.0; t=2.19, df=2z0.99, p<0.04°. Further anal- 
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OUTCOME PREDICTORS IN ALCOHOLISM 


TABLE 2. History of Depression, TSH Response, and Outcome in 29 Men Abstinent From Alcohol for at Least 2 Years? 


Length of 
Age Sobriety 
Patient (years) (years) 
History of depression 
L 64 3 
Z 38 6 
3 44 S 
4 60 3 
> 51 2 
6 53 2 
7 30 2 
8 54 3 
No history of depression 
g 50 8. 
1c 62 29 
11 58 2 
12 59 14 
13 60 7 
14 57 13 
i 39 7 
16 66 8 
17 45 3 
1& 43 3 
19 54 2 
20 34 2 
21 40 2 
22 34 2 
23 57 14 
24 26 2 
25 60 8 
26 66 7 
7 49 2 
2§ 54 2 
29 32 5 


Relapse 

: During 

Family History Amax TSH 2-Year 

of Depression | (U/ml) Follow-Up 

Yes 2.1 No 
Yes 7.2 No 
Yes 4.5 No 
No 12.3 No 
No 3.6 Yes 
No 9.8 No 
No 3.0 No 
No 6.0 No 
No 14.7 No 
No 6.5 No 
seen 8.6 Yes 
No 3.9 No 
No 19.1 No 
No 17.4 No 
No 10.0 No 
No 6.6 No 
aaa 13.1 Yes 
No 13.6 No 
Yes 6.6 No 
No 3.3 No 
No 6.9 No 
No 5.6 Yes 
No 7.7 No 
No 2.7 No 
No 5.0 No 
No 4.7 No 
No 4.2 Yes 
Yes 7.8 Yes 
No 16.6 No 


“Each patient had a primary diagnosis of alcohol dependence, in remission (DSM-HI code 303.93). Each case of depression was secondary 


to alcoholism; no patient had been hospitalized for depression. 
Family history not available. 


ysis of these data suggested that the difference in T;/T, 
ratio was due to steadily declining T, levels during 
sobriety (serum T, versus years of sobriety: r=—0.42, 
df=28, p<0.03; Pearson’s product-moment correla- 
tion). Moreover, although there was no significant dif- 
ference in age between the groups, age correlated sig- 
nificantly with years of sobriety (r=0.40, df=28, 
p<9.03). 


Relapse and Baseline Variables 


During the 2-year follow-up period, six patients 
(21%) relapsed and 23 patients remained abstinent. 
The age difference between the two groups was not 
significant (48.5+8.4 versus 49.9+12.4 years, respec- 
tively). However, those who relapsed had been absti- 
nent for a shorter time than those who did not relapse 
(2.2+0.2 versus 6.741.3; t=3.51, df=22.71, p< 
0.002). Further analysis of the data revealed that six 
(38%) of the 16 patients who had been abstinent less 
than 5 years relapsed, as compared to none of the 13 
patients who had been abstinent 5 years or more (x*= 
6.15, df=1, p<0.02). None of the neuroendocrine var- 
iables studied was predictive of treatment outcome. 
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The TSH responses of the two groups were similar 
(8.3+5.0 versus 8.343.5 U/ml). 


DISCUSSION 


This study is an extension of earlier work with al- 
coholic patients who were studied both during acute 
withdrawal (10) and after prolonged abstinence (11). 
We now have presented the outcome data gathered 
from the latter group. 

In the sample reported on here, two factors deter- 
mined length af sobriety: comorbidity with depression 
and length of abstinence. A personal history of depres- 
sion negatively affected length of abstinence at intake; 
the latter, in turn, powerfully predicted relapse during 
the 2-year follow-up. The relapse rate among patients 
sober less than 5 years was high (38%); there was no 
relapse in patients sober for 5 years or longer. Depres- 
sion is rather common in abstinent alcoholics. Behar et 
al. (5), studying 72 patients who had abstained for a 
mean of 64 months, found that 15% had serious, de- 
bilitating depressive illness. The comorbidity of alco- 
holism and depression has been addressed (6), but the 
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literature reveals little about the effects of depression 
on sustained abstinence. Hatsukami and Pickens (7) 
reported that, of alcoholics who had received treat- 
ment 12 months previously, those who continued to 
abstain had a rate of depressive symptoms of 16%, as 
compared to a rate of 33% in those who restarted their 
alcohol abuse. Thus, a diagnosis of depression nega- 
tively affected outcome. Hasin et al. (unpublished find- 
ings) also noted that a diagnosis of schizoaffective dis- 
order predicted poor outcome. 

Although mental health professionals are well aware 
that length of abstinence from any addictive drug or 
substance may be an important factor determining 
outcome, most data on alcoholics have been collected 
during short-term abstinence. Achievement of 1 or 
even 6 months of abstinence is a poor predictor of 
stable abstinence (1, 2). Vaillant and Mildofsky (3) 
reported that relapse also was not uncommon after 
even a year of stable abstinence. Our data support this 
observation and at the same time provide important 
additional information: the rate of relapse after 2 years 
of abstinence was still 38%, but it fell to 0% after 5 
years of abstinence. Relapse rates in alcoholic patients, 
of course, are determined by many factors, such as 
sample studied, comorbidity, age, sex, past chronicity, 
work, interpersonal relations, and severity of the alco- 
hol dependence (1—4). It is also possible that patients 
with sustained abstinence constitute a subgroup that 
for various reasons (e.g., personality structure, severity 
of illness, previous chronicity of illness, environmental 
support) could be considered at lower risk for relapse. 
The data presented here do not provide answers to 
these questions. In summary, little is known about the 
relationships between diagnosis of depression, length 
of abstinence, and long-term risk for relapse in the 
alcoholic. For example, what can we tell our patients 
about their risk for relapse after they have been sober 
for 1 year? Moreover, do we need to treat depression 
in our alcoholic patients early and aggressively to im- 
prove outcome? 

There was a significant difference in the T3/T, ratio 
between patients who had been sober less than 5 years 
(mean=2.3 years) and those who had been sober for 5 
or more years (mean=10.1 years). The T3/T, ratio is a 
sensitive measure of the amount of T, secreted by the 
thyroid gland in comparison to the amount of T; de- 
rived from T,. It has been estimated that approxi- 
mately 80% of T, is derived by metabolic deiodination 
of T, to T; in peripheral tissues, including the liver 
(16). Further analysis suggested that this finding was 
mainly due to steadily decreasing serum T, levels dur- 
ing sobriety. Reduced serum T; levels have been noted 
in humans with increasing age (16); the finding may 
thus have been due to the greater age of the patients 
who had been abstinent longer (a significant associa- 
tion between age and years of sobriety was noted in 
this sample). Several groups of investigators have dem- 
onstrated a relationship between TSH blunting and 
treatment outcome in depressed patients (8, 9, 12), 
although most used a different study design, in which 
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the change in Amay TSH between first (pretreatment) 
and second (posttreatment) testing was calculated and 
related to outcome. No such relationship was observed 
in our sample. Nine patients showed TSH blunting, 
and the distributions of this abncrmality in the groups 
with short-term and long-term sobriety were about 
equal. Moreover, the study reported here addressed 
alcoholic rather than depressed patients. The lack of a 
demonstrable relationship betwe2n TSH blunting and 
outcome is thus not directly comparable to findings in 
other reports in the literature. 

Taken together, the neuroendocrine data presented 
here do not reveal differences in serum levels of hor- 
mones of the hypothala-nic-pituitary-thyroid axis (oth- 
er than the T3/T, ratio) between patients who have 
been sober less than 5 years and patients who have 
been sober for 5 years or longer. Our previous report 
(11) indicated marked differenc2s in serum levels of 
these hormones between abstinent alcoholic patients 
and normal subjects. Fcr example, abstinent alcoholics 
showed 1) a “‘euthyroic sick syndrome,” evidenced by 
low levels of reverse T} and normal levels cf T4, 2) 
greater binding capacizy for thyroid hormones, evi- 
denced by a lower T, uptake value and a higher level 
of T,-binding globulin, and 3) TSH blunting in 31% of 
the patients. Our data strongly suggest that (with the 
possible exception of the T;/T, ratio, which was 
largely due to declining T; levels) no further changes in 
hormone levels can be 2xpected after 2 years of sobri- 
ety. Finally, length of ebstinence and diagnosis of de- 
pression, but not the neuroendocrine tests used, were 
predictive of outcome. The complex associations be- 
tween length of sobriety, diagnosis of depression, and 
outcome deserve further study. 
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Sudden Death From Acute Cocaine Intoxication 
in Virginia in 1988 


Russell McKelway, M.D., Victor Vieweg, M.D., and Perry Westerman, M.D. 


A review of medical examiners’ autopsy records re- 
vealed that in 1988, 33 residents of Virginia died of 
acute cocaine intoxication. The subjects were 19 to 45 
years old; most were men, used cocaine intravenously, 
and used other toxic substances with the lethal dose of 
cocaine. 

(Am J Psychiatry 1990; 147:1667—1669) 


he medical sequelae of cocaine abuse receive more 
attention as cocaine use increases. The most seri- 
ous adverse effect is sudden cardiac death. Myocardial 
infarction may arise shortly after cocaine use, even 
among those without coronary artery disease (1). Cor- 
onary artery spasm (2) and other cardiac complica- 
tions (3) may occur with small doses of this drug. Car- 
diac findings of coronary artery disease, left ventricular 
hypertrophy, inflammation, fibrosis, and contraction 
banding, and intracranial hemorrhage may be present 
in cases of death from cocaine intoxication (4-6). 
We report patterns of cocaine deaths in Virginia in 
198&. Factors studied included preexisting cardiovas- 
cular abnormalities, method of drug use, serum con- 
centrations of cocaine and benzoylecgonine, and tox- 
icologic evidence of other substances. 


METHOD 


We reviewed the autopsy records of the Virginia 
Chiez Medical Examiner for 1988. The population of 
Virginia was 6,068,000, and 43% were in the age 
range 19-45 years. On the basis of post-mortem tox- 
icologic findings, clinical history, or both, we found 33 
nontraumatic and nonhomicidal deaths that were due 
to cocaine intoxication. We confirmed the presence of 
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intravenous cocaine use by autopsy findings of needle 
punctures not due to cardiooulmonazcy resuscitation. 
Tabulations included aze, race, aad sex; we also re- 
corded heart weight and evidence of coronary artery 
disease (greater than 70% narrowing of at least one 
major coronary artery) and myocerdial fibrosis. 

Toxicologic studies were done in one of four re- 
gional centers (Falls Church, Richmond, Roanoke, and 
Norfolk). One center d:d not measure serum concen- 
tration of benzoylecgon:ne. After spontaneous hydrol- 
ysis of cocaine, benzoylecgonine appears in the serum 
and may remain there fcr at least 72 hours. Therefore, 
it may represent acute, subacute, cr recurrent cocaine 
exposure. Although pseudocholinesterase converts co- 
caine to ecgonine methyl ester (7), this metabolite was 
not measured. Thus, serum cocaine and benzoylecgo- 
nine levels incompletely quantify tke degree of cocaine 
intoxication. 


RESULTS 


Two-thirds of the subjects were white (table 1). 
Women tended to be younger then men (meantSD 
age=25.5+4.4 versus 21.7+6.2 years; t=1.92, df= 
31, p=0.06, two-tailed = test). As 2xpected, the mean 
heart weight of women was less than thet of men (277.5 
+75.9 versus 418.3+70.2 g; t=3.73, df=31, p= 
0.001). There was no statistically significant relation- 
ship between heart weight and rac2 or age. 

Morphine had been used with cocaine in 10 cases 
(table 1), and diazepam in one case. Concomitant al- 
cohol intoxication was common. 

Although no serum cocaine level is universally le- 
thal, our subjects’ levels Zell into the range reported by 
Wetli and Wright (8) (026.0 mg/liter). Similarly, vari- 
ations in drug tolerance due, in part, to habituation 
make it difficult to define lethal morphine levels. The 
morphine values we report are below or in the lower end 
of the toxic range (9). The ethanol concentrations found 
in the subjects in the present scudy are more consistent 
with mild to moderate than lethal irtoxication. 

There were physical findings of acute or subacute 
intravenous drug use in two-thirds :N=22) of the sub- 
jects; these findings were less common among the 
women than the men. Three of these subjects and one 
nonintravenous drug user had ingested large amounts 
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ACUTE COCAINE INTOXICATION 


TABLE 1. Demographic and Clinical Data on 33 Subjects Who Died of Acute Cocaine Intoxication in Virginia in 1988 


Serum Levels 


Heart Benzoyl- 
Age Intravenous Weight Cocaine  ecgonine Alcohol Morphine 
Patient (years) Race Sex Drug Use (g) (mg/dl) (mg/dl) (mg/dl) (mg/dl) 
1 27 Black F No 280 0.17 0.40 230 1.36 
2 39 White M Yes 400 0.10 0.20 80 0.10 
3 31 Black M No 450° 12.00 9.00 110 0.00 
4 20 White M Yes 425 2.60 5.80 10 0.00 
5 36 Black M Yes 350 0.38 4.80 10 0.07 
6 32 White M Yes 400 0.60 3.00 0 0.00 
7 24 White M Yes 370 9.00” 10.00 0 0.00 
8 29 White M Yes 510 0.75 7.40 0 0.00 
9 32 White M No 500 0.10 1.10 180 0.00 
10 30 Black M No 420 0.10 4.40 0 0.00 
11 40 White M Yes 500 0.00 0.50 130 0.10 
12 28 Black F Yes 200 0.05 0.20 310 0.45 
13 28 White F No 380 9.40 a 40 0.00 
14 29 Black M Yes 420 1.10 — 0 0.00 
15 19 White F No 250 10.10 ee 0 0.00 
16 32 White M Yes 400 13.10 = 0 0.00 
17 45 Black M Yes 320 2.80 = 10 0.00 
18 33 Black M No 400 26.10° ee 0 0.00 
19 25 White M Yes 350 0.10 = 0 0.23 
20 30 White M Yes 390 2.60 = 10 0.00 
21 36 White M No 500 9.10 a 30 0.00 
22 25 White M No 430 0.18 0.22 10 0.00 
23 38 White M Yes 250 3.82 9.48 0 0.00 
24 33 White M Yes 510 0.17 0.08 230 0.02 
25 37 White M Yes 550? 1.87 7.19 20 0.00 
26 22 White M Yes 330° 4,19° 30.66 10 0.00 
27 42 Black M Yes 490° 0.41 3.15 30 0.02 
28 31 White M Yes 450 27.64” 11.61 0 0.00 
29 21 Black M Yes 350 0.18 2.28 0 0.17 
30 28 Black M No 330 0.04 0.10 70 0.00 
31 32 White M Yes 460 0.54 0.87 0 0.27 
32 38 White M No 470° 0.04 4.42 0 0.00 
33 30 White M Yes 0 0.00 





“Myocardial fibrosis. 

Had plastic bag of cocaine in gastrointestinal tract. 
“Urine positive for benzoylecgonine. 

Critical stenosis of at least one major coronary artery. 


of cocaine before dying: they accounted for four of the 
five highest cocaine and benzoylecgonine levels re- 
ported. Autopsy reports did not mention intranasal 
inhalation or “crack” smoking as possible types of co- 
caine use. 

Two subjects had coronary artery disease and three 
subjects had myocardial fibrosis. There was no rela- 
tionship between these findings and age, race, manner 
of administration, or serum intoxicant level. There was 
no pattern of congenital coronary artery anomaly that 
might have predisposed our study sample to sudden 
death from heart disease. 

There were also post-mortem findings of broken 
plastic cocaine bags in the gastrointestinal tract. 


DISCUSSION 
The youth of our study sample probably accounts 


for the paucity of heart disease found at autopsy. In 
contrast, Mittleman and Wetli (4) attributed 15 of 24 
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405 3.37 12.96 


cocaine-related deaths to coronary artery disease. 
Their subjects ranged in age from 29 to 71 years, and 
most were older than 40. The heart weights, cocaine 
levels, and sex ratio of their study sample were similar 
to ours. Tazelaar et al. (6) also found a low prevalence 
of heart disease in a somewhat young (mean age=33.4 
years) group of subjects who died from cocaine intox- 
ication. In our study, Virginia medical examiners did 
not comment on the presence or absence of myocardial 
contraction bands so common in the study of Tazelaar 
et al. 

One Virginia subject who had died of cocaine intox- 
ication had staphylococcal endocarditis complicated 
by intracerebral hemorrhage. We did not include her in 
our study because her death was only remotely related 
to cocaine use. In a study sample smaller than ours, 
Mittleman and Wetli (4) found intracerebral hemor- 
rhage in five subjects. Age-related variations in the 
prevalence of hypertension and variations in death re- 
porting practicesimay explain these differences. 

Three of our subjects had myocardial interstitial fi- 
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brosis; this rate is similar to that reported by Tazelaar . 


et al. (6). Still, none had myocardial cellular infiltra- 
tion, as described by Virmani et al. (5). Many of their 
subjects with cellular infiltration were homicide vic- 
tims with low serum cocaine levels. In the present 
study, serum cocaine and benzoylecgonine levels of 
subjects with coronary artery disease or myocardial 
fibrosis did not differ from those of subjects with nor- 
mal hearts. Therefore, we cannot assert that these car- 
diac disorders are “permissive” or lower the threshold 
for sudden death from cocaine use. The somewhat low 
prevalence of these disorders neither proves nor dis- 
proves a causal connection with chronic cocaine expo- 
sure. Our understanding of the cardiac effects of acute, 
subacute, and chronic cocaine use is incomplete, in 
part because unknown substances may be mixed with 
cocaine. 

Multiple factors prevent the precise quantification of 
cocaine intoxication. These include variations in time 
between death, autopsy, and serum analysis; the insta- 
bility of cocaine in the blood; the complexities of its 
metabolites; and accompanying known or unknown 
toxins. Hypertension and tachycardia from combined 
use of cocaine and alcohol may contribute to sudden 
cardiac death in some subjects (10). Testing the inverse 
relationship between cocaine and alcohol levels in our 
data did not confirm Ayd’s hypothesis (10) that alco- 
hol intoxication lowers the threshold for sudden death 
from cocaine use. 

Most of our subjects used cocaine intravenously. 
Rapid increase of blood cocaine concentration leads to 
prompt stimulation of the sympathetic nervous sys- 
tem; therefore, inhalation of cocaine (crack) might be 
fatal more often than would similar amounts of co- 
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cainé taken orally or intravenously. We cannot prove 
this hypothesis, however, because autcpsy reports did 
not describe crack use. 

Absorption of cocainz from ruptured plastic bags in 
the gastrointestinal tract produced verv high blood lev- 
els of cocaine in our study. We cannot describe this 
practice as uniformly or usually 'ethal, however, be- 
cause we do not know how many subjects transport 
cocaine in the gastrointestinal tract or the prevalence 
of bag rupture. 
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Koro: Proposed Classification for DSM-IV 


Ruth L. Bernstein, M.D., and Albert C. Gaw, M.D. 


Koro, a culture-specific disorder consisting of com- 
plaints of genital retraction and fear of death associ- 
ated with genital retraction, has been recognized in 
Asian cultures in single cases and in epidemic propor- 
tions. Koro has been described in non-Asian patients 
as well, leading to debate concerning the true nature of 
the syndrome. The authors review past attempts to 
define and classify koro and present a classification for 
DSM-IV that they believe could be used to classify 
other culture-bound syndromes as well. 

(Am J Psychiatry 1990; 147:1670-—1674) 


oro, a culture-specific psychiatric disorder that 

has existed for centuries in Asian cultures, was 
first described for Western science in 1895 (1). It is 
manifested by acute anxiety associated with the fear of 
genital retraction and is usually accompanied by the 
thought that complete disappearance of the organ into 
the abdomen will result in death. Many cases of the 
syndrome have been described in Southeast Asia, 
sometimes in epidemic proportions. Numerous case 
descriptions of koro-like phenomena in non-Asian 
subjects also exist, leading to speculation that koro 
may not be a truly culture-bound syndrome. 

Given the existing confusion concerning koro, we 
believe it essential that a definitive classification be es- 
tablished for this syndrome, DSM-IV, aspiring to in- 
ternational status, should attempt to include some de- 
scription of this and other culture-related syndromes. 
In view of the increase in worldwide travel and immi- 
gration, more of these syndromes, now considered rare 
in Western countries, may emerge in the United States 
and other industrialized societies. In this paper, we 
report a case of koro in Boston, review attempts to 
describe the syndrome, and propose a classification 
scheme for DSM-IV. 
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CASE REPORT 


The patient was a 25-year-old Cantonese waiter who was 
referred by his primary physician for the chief complaint of 
pain in the penis and insomnia, which began following in- 
tercourse with a prostitute 1 month before the referral. After 
his visit to the prostitute, the patient thought he was exposed 
to cold weather on the way home. Then, over a 3-day period, 
he experienced intermittent burning pain in his penis. While 
at work, he experienced a sudden, burning pain accompa- 
nied by the fear that his penis was shrinking. The patient 
became frightened, concerned that he might die if his penis 
shrank into his abdomen. He developed palpitations and 
anxiety. Over the next few days, he tried to masturbate to 
assure himself that his penis was not shrinking. On one oc- 
casion, he was unable to achieve an erection and began to 
panic, fearing that he had developed suk-yeong illness. 

Local physicians could not substantiate any urinary tract 
pathology. Prescribed analgesics and tranquilizers did not 
alleviate his symptoms. His continuing distress prevented 
him from working. He was afraid to go to sleep for fear of 
dying. On consulting his elders in Chinatown, the patient 
was told he was afflicted with a rare disease. Desperate and 
unable to sleep, he began to develop suicidal ideation. 

The patient, described by his mother as timid, was born in 
Canton and migrated to Hong Kong with his family at age 
10. He started masturbating at age 13. While in China and 
Hong Kong, he heard that a man would die if his penis 
retracted into his abdomen. The patient denied having had 
sexual intercourse before coming to the United States and 
acknowledged that his recent contact with a prostitute was 


his first. 


HISTORICAL REVIEW 
The term “koro,” although of uncertain origins, is 
believed to come from a Malaysian word meaning tor- 
toise (2). Koro is found primarily in Southeast Asian 
cultures. When first introduced to Western science, the 
malady was thaught to be indigenous to southern 
Celebes (Sulawesi), an island of Indonesia (1). How- 
ever, ancient Chinese medical books have described 
suo-yang (retraction of the genitals into the abdomen) 
as a fatal disease (3). The syndrome of koro is still 
known as suk~yeong among Cantonese-speaking Chi- 
nese and suo-yang among Mandarin-speaking Chi- 
nese. Koro is reported primarily among Chinese of the 
southern coast of China (Kwangtung [Guangdong] 
and Fukien [Fujien] provinces) and among Chinese in 
Southeast Asia (Singapore and Malaysia) who orig- 


Am J] Psychiatry 147:12, December 1990 


inally came from the southern coast of China (4). Since 
Gwee (3) and Yap (5) used the term in their reports, 
“koro” has gained acceptance as a label for a patient’s 
fear of penile shrinkage as well as for the rarer female 
complaint of labial and breast hyperinvolution. 


PREVALENCE 


Isolated occurrence of koro is rare. Yap (5) was able 
to compile only 19 cases in 15 years. Nonetheless, 
koro in epidemic proportions has been described (4, 
6—12). Ngui (6) reported an epidemic in Singapore in 
1967 following a rumor that infected pork was causing 
the disorder. Suwanlert and Coates (11) described 
more than 1,000 cases that occurred in Thailand 
shortly after the Vietnam conflict. Tseng et al. (4) de- 
scribed two large epidemics that occurred in Kwang- 
tung (Guangdong), China. The first, involving more 
than 2,000 subjects, occurred in 1984—1985, and the 
second occurred in 1987. Tseng et al. discussed how 
these epidemics were induced by the cultural attitudes 
of the people in that region, specifically the common 
folk belief in evil-induced genital retraction and the 
belief that ghosts of the dead (who have no penises) 
disguised themselves to steal penises from the living. 
The community’s anxious reaction and the hysterical 
atmosphere facilitated and perpetuated the epidemics. 


CULTURAL CONSIDERATIONS 


The occurrence of this syndrome in epidemic pro- 
portions underscores that koro is a culture-bound syn- 
drome. It appears obvious that the cultural belief in the 
concept of koro is an important factor in the genesis of 
the syndrome, yet the question of whether koro is a 
unique cultural syndrome or merely the cultural 
expression of a universal phenomenon has been raised. 
Indeed, Kraepelin (13) mentioned shrinkage of the pe- 
nis among the hypochondriacal delusions to be found 
in depressive states. Western thinking has long classi- 
fied koro from a psychoanalytic perspective as acute 
castration fear (14). Simons (15) argued that many 
men experience the sensation of genital shrinkage. In 
societies in which the belief in koro is endemic, the 
sensation generates anxiety, which in turn can cause a 
reduction in blood to the extremities, causing further 
shrinkage of the penis and further anxiety. Simons de- 
scribed this sequence as a “‘self-incriminating causal 
loop.” Since the originating experience is found uni- 
versally, he said that similar koro-like states occur in 
non-Asian subjects “whenever the cognitive state of 
subjects for any reason generates anxiety sufficient to 
drive the loop.” A number of investigators (16-22) 
described cases of koro-like syndromes in individuals 
who had never been exposed to Chinese culture. Jilek 
and Jilek-Aall (23) pointed out that high rates of koro 
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have been found in completely diferent cultures. They 
cited the 1982 koro epidemic in India that-occurred 
among various Hindu and Muslim populations who 
had never been exposed to tradit.onel Chinese medi- 
cophilosophical concep-s. The thesis cf Jilek and Jilek- 
Aall was that koro occars in a poduletion whose pro- 
creative capabilities are threatenec by another, hostile 
population. 

Clearly, given the right cultural setting and stimulus, 
koro can occur in cultures other than Chinese. Never- 
theless, the epidemiology of koro shows it to be a pre- 
dominately Eastern phenomenon. The afflicted indi- 
viduals seem to be as influenced b7 social and cultural 
stresses as by intrapsychic phenomena. This is consis- 
tent with Eastern philosophical perspectives, which are 
more focused on the group than the individual. Al- 
though koro may not >e uniquely Chinese, the vast 
majority of cases are cclturally determined. 


ATTEMPTS AT DEFINITION 


The speculations of what primary disorder koro 
might represent have also been numercus. Oyebode et 
al. (24) demonstrated that the ccnviction that one’s 
penis is shrinking can actually induce a reduction in 
penile circumference ard therefore indicates that the 
koro belief in penile shr nkage is not delusional per se. 
In 1965, Yap (5) discussed the interpretations by dif- 
ferent investigators of koro as anxiety neurosis, acute 
castration fear, and psychosis and concluded that it is 
a “‘culture-bound depersonalizatioa syndrome.” In an 
attempt to examine koro from an analytic perspective 
in the context of Chinese culture, Rin (25) attributed 
the phenomenon to cas-ration feaz occurring in asso- 
ciation with oral deprivetion. Gwe (31 described koro 
as an “acute hysterical >anic reaction, brought on by 
auto- or hetero-suggestion and conditioning by the cul- 
tural background.” In their report of 15 cases of koro- 
like states in non-Chinese subjects, Berrios and Morley 
(16) noted that all of tne patients suctered from pri- 
mary psychiatric disorcers, some of which included 
agoraphobia, panic attacks, anxiet~ states, schizophre- 
nia, depression, and drug abuse. They also noted, in 
contrast to the Chinese belief, that n a_l but two of the 
cases, the patients did rot believe that the genital re- 
traction would eventuate in death. Cases rarely have 
been described in persors without a primary psychiat- 
ric disorder or a cultural influence (21). Simons (15) 
attempted to resolve the problem of defining koro by 
using a purely descriptive term—tle genital retraction 
taxon. The fact that koro-like symptoms have been 
associated with drug withdrawal, brain tumor, epi- 
lepsy, and syphilis has led to speculaticn that koro has 
a primary physiological substrate. Because of this, Si- 
mons suggested that all cases of the genital retraction 
syndrome be grouped under one category. Edwards (2) 
proposed that genital re-raction syndromes include all 
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the different koro-like syndromes, including koro, and 
that use of the culture-specific term “koro” be re- 
stricted to the cultural area where it is used. 


PROPOSED CLASSIFICATION 


We believe that any scheme to classify koro fully 
must take into consideration the following issues: 1) 
whether the disorder of genital retraction is a primary 
psychiatric disorder or is caused by another disorder, 
2) whether the disorder occurs in a specific cultural 
context, and 3) whether the disorder occurs in an in- 
dividual or in the context of an epidemic. A review of 
the literature reveals that the majority of culturally 
sanctioned cases of koro are primary psychiatric dis- 
turbances but that genital retraction complaints di- 
vorced from a specific cultural context are almost al- 
ways caused by another, more pervasive psychiatric 
condition or by an organic disease. Therefore, one 
must differentiate culture-specific cases of koro from 
koro-like states. Furthermore, a person influenced by a 
folk belief in koro should not be considered psychotic 
or delusional, unless this person’s ego functions are 
severely impaired. The presence of a folk belief in koro 
or other culturally shared beliefs is a key factor in 
understanding the koro phenomenon as well as in elu- 
cidating the genesis and perpetuation of koro epidem- 
ics. It is this relation to the cultural set which makes 
koro distinctive and its presentation dramatic. To al- 
low clear and adequate consideration of this cultural 
factor, the concept of a culture-specific disorder would 
have to be added in DSM-IV, since this category is 
clearly missing. The concept of koro occurring in the 
context of an epidemic should be added to fully de- 
scribe the setting in which some classical cases of koro 
occur. This manner of classification adds a dimension 
to DSM-IV that DSM-ITI-R neglects-—a designation that 
the manifestations of certain psychiatric conditions are 
clearly dependent on a specific cultural setting. 


PROPOSAL FOR DSM-IV 


How would koro fit into DSM-IV? Several possibil- 
ities exist. Kaplan and Sadock (26) classified it as an 
atypical psychosis. Hughes (27) suggested it be in- 
cluded in the diagnosis of atypical somatoform dis- 
order, panic disorder, and/or sexual disorder not 
otherwise specified. Tseng et al. (4) and Edwards (2) 
classified it as genital retraction panic disorder. Yap (5) 
called it a depersonalization disorder. Others may even 
consider it a conversion reaction. It is important to 
note that the cardinal feature of the koro complaint is 
not anxiety but genital retraction and the resultant fear 
of death. Panic or anxiety invariably ensue when indi- 
viduals become fearful that they will be permanently 
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FIGURE 1. Proposed Decision Tree for Koro in DSM-IV 
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altered or even die. Thus, from a descriptive stand- 
point, a complaint of genital retraction represents a 
physical symptom suggesting a physical disorder for 
which there are no demonstrable organic findings and 
which is presumed to be psychogenic in origin. For this 
reason we feel that koro fits most accurately in the 
category of somatoform disorders. However, the 
unique presentation of the syndrome does not fit well 
into any of the existing subsets of the somatoform dis- 
orders. Therefore, we propose a new subset—genital 
retraction disorder—with a special designation to in- 
dicate that koro (or suk-yeong) is culture-specific. 
Whether the symptoms occur in an individual or in the 
context of an epidemic should further be specified. 

The description of koro proposed for DSM-IV is 
presented in appendix 1. The diagnostic criteria for 
genital retraction disorder are as follows: 


A.A feeling of overwhelming panic associated 
with the sensation of or belief in genital retrac- 
tion. 

B. A fear of impending death, should the genitals 
be allowed to fully retract. 

C. A tendency to prevent retraction by holding 
onto the penis, enlisting help in doing so from 
friends or relatives, or using devices attached to 
the penis. 

D. Aside from the belief and its ramifications, be- 
havior is not obviously odd or bizarre. 

E. Has never met criterion for any axis I disorder 
other than somatoform disorder, and it cannot 
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be established that an organic factor initiated 
and maintained the disturbance. 

Specify type: 
In a cultural context or not in a cultural con- 
text. Single case or epidemic. 


In keeping with the philosophy of DSM-III-R, we 
have formulated a decision tree for the classification of 
koro (see figure 1). First, underlying organic diseases 
such as a genitourinary disorder or an organic brain 
disorder must be ruled out when a patient has the chief 
complaint of genital retraction. Second, one should as- 
certain that the complaint is not part of an existing, 
more pervasive axis I disorder other than a somato- 
form disorder. Patients should be assigned the diag- 
nosis of genital retraction disorder only after other 
primary axis I disorders are excluded. Third, a deter- 
mination should be made as to whether a culturally 
sanctioned belief is present that may have caused the 
symptom; diagnosis of culture-specific genital retrac- 
tion disorder should be reserved for those cases where 
the cultural factor is clearly delineated. Fourth, the 
added sociocultural dimension of whether the case oc- 
curs in an individual or in the context of an epidemic 
should be specified to complete the full picture of koro. 
We believe this manner of classification adheres closely 
to the philosophy of DSM-III-R and represents the 
most parsimonious way of including a genital retrac- 
tion disorder in the new manual. This method can also 
provide a model for examining other culture-specific 
disorders, 
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APPENDIX 1. Proposed Description of Koro in DSM-IV 


The essential feature of this disorder is a complaint of 
genital retraction with a fear of impending death, occurring 
where culturally sanctioned beliefs of folk disease or pathol- 
ogy are present. Among males, the most common complaint 
is that of the penis shrinking into the abdomen and resultant 
death; among females, the shrinking of the labia or breasts 
and resultant death. The person may appezr to be in a state 
of acute distress and attempt to pull his penis, have family 
members or friends hold onto the penis, or use clamps or 
string tied to the penis to prevent retractioz. 

Associated features. The complaint is almost always ac- 
companied by panic, fear, and/or anxiety. 

Age at onset. The age at onset is early adulthood to the 
fourth decade, but all age groups may be affected. Children 
are rarely affected except in the course of en epidemic. 

Course. The disorder is usually self-limiting but may per- 
sist for a period of days or weeks. Relapse is possible and 
may persist for years. Social, occupational, and psychologi- 
cal functioning may be impaired, and marked disruption is 
common. 

Complications. Insomnia is frequently present. The fear of 
death and the conviction of having a fatal iliness may lead to 
depression and suicidal thoughts. Genitals may be injured by 
the careless use of clamps or strings. 

Prevalence. The disorder is uncommon except in the con- 
text of an epidemic. It occurs most frequently among Chinese 
in South China or Southeast Asia. It has been reported 
among Thai, Asian Indian, and other Asian zroups. Sporadic 
cases among Chinese immigrants in Western countries have 
also occurred, 

Predisposing factors and sex ratio. The disorder usually 
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affects individuals with low educational attainment. Males 
outnumber females. Individuals frequently have conflicting 
feelings about masturbation, sexual identity, and/or sexual 
intercourse. 

Family pattern. No information. 

Cultural background. The following sociocultural factors 
may be present: 1) a belief in folk disease called koro (among 
Malays), suk-yeong (among Cantonese-speaking Chinese), 
or suo-yang (among Mandarin-speaking Chinese), 2) a belief 
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that the excessive loss of semen from too much intercourse 
may cause involution of the penis, 3) a belief in ghosts of the 
dead who are capable of stealing penises from the living, 4) 
a belief in the inducement of genital retraction by the inges- 
tion of contaminated foods, 5) other cultural beliefs. 

Differential diagnosis. Delusional disorder, somatic sub- 
type; body dysmorphic disorder; panic disorder; schizophre- 
nia; organic delusional disorder; sexual disorder not other- 
wise specified. 
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Nancy C. Andreasen, M.D., Ph.D., Editor 


The books for this month are a holiday gift list: 
books to broaden the library and the mind, 
to provide pleasure and enjoyment, 
to give to oneself and others. 


HISTORY 


The Anatomy of Madness: Essays in the History of Psychi- 
atry, vol. HI: The Asylum and Its Psychiatry, edited by W.F. 
Bynum, Roy Porter, and Michael Shepherd. New York, 
Routledge, 1988, 340 pp., $57.50. 


Lectures on the History of Psychiatry: The Squibb Series, 
edited by R.M. Murray and T.H. Turner. London, Gaskell 
(Royal College of Psychiatrists), 1990, 211 pp., £10.00 


(paper). 


Of the making of many books there is no end—especially 
when it comes to writing psychiatric history. Although the 
modern Ecclesiastes may not find that their “study is a wea- 
riness of the flesh,” the profusion of papers from modern 
historians of psychiatry can lead to perplexity and confusion 
in the reader. The two books noticed here are representative 
of the genre and reflect a growing interest in the subject that 
has recently seen the creation of a new journal, History of 
Psychiatry, under the joint editorship of two distinguished 
scholars, Dr. German C. Berrios of Cambridge University 
and Dr. Roy S. Porter of the Wellcome Institute for the His- 
tory of Medicine in London. 

Volume three of The Anatomy of Madness completes a 
trio, of which the first two volumes were published in 1985 
(1, 2), containing a series of papers read at seminars held at 
the Wellcome Institute. Encouraged by their warm reception, 
the editors specially commissioned the essays that make up 
the third. As its title implies, Lectures on the History of 
Psychiatry contains the annual Squibb lectures, which were 
delivered at the Maudsley Institute of Psychiatry between 
1972 and 1988. Taken together, these volumes form a ver- 
itable library of modern historical writing about the devel- 
opment of psychiatry as a discipline and a science, and are a 
testament to the rich diversity and sophistication of a field of 
scholarship that has flowered during the past two decades. 

It is impossible in the space of a short review to do justice 
to the 24 separate papers that constitute these two volumes, 
but teken in the aggregate they provide a composite picture 
of the paths followed by modern historical research. Since 
they were sponsored by and delivered at a world-famous 
medical psychiatric institution (the Maudsley), it is not sur- 
prising that half of the Squibb lectures are written by physi- 
cians. That this may be a skewed sample is suggested by the 
fact that only one of the 12 authors included in The Anatomy 
of Madness, vol. HI, has a medical degree; indeed, in all three 
volumes of that trio the proportion is nearly as low, physi- 
cians numbering only four of a total of 36 authors. 

It is clear from these figures that the history of psychiatry 
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has become a special area of scnolarly endeavor in its own 
right. It is now the preserve of scores of well-trained histo- 
rians who, though they share a common interest with clini- 
cians in psychiatric phenomena, have >eccme a professional 
discipline unto themselves. Pari passe with that maturing, 
the writing of psychiatric history has moved from being a 
mere bald chronicle of events to a ccncern with the devel- 
opment of psychiatric concepts, theory, practice, and insti- 
tutions in their relation to the larger social forces that sur- 
round them. The wealth of information unearthed by 
modern historical research from the dccuments of the past is 
rapidly accumulating, and if the variety and complexity of 
detail are at times a bit daunting as iz spills pell-mell from 
learned monographs and papers, one nay hope that it may 
eventually find its way into a new general history of psychi- 
atry that will be more intellectually prcfound and substantial 
than any it has hitherto been possible to write. Meanwhile, 
like paintings in a gallery, there is something for everyone 
with a curiosity about the history of our discipline in the 
publications now pouring from the presses, of which the two 
volumes under consideration here car be recommended as 
sterling exemplars. 
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Dream Song: The Life of John Berryman, by Paul Mariani; 
edited by Maria Guarnaschelli. New York, William Morrow 
č Co., 1990, 502 pp., $29.95. 


We poets in our youth begir in gladness; 
but thereof come in the end despomdency and madness. 


—-Wordsworth, “Resolution and Independence” 


When John Berryman was 12, his fathe- shot and killed 
himself. His wife said he was cleaning his gun, Others be- 
lieved it was suicide. 

John Berryman never doubted it was suicide. For the rest 
of his life he fought the urge to kill h:mself. Eventually he 
did, jumping off a bridge in Minneapo is. 

His wife of 14 years, Eileen Simpscn, wrote a beautiful 
memoir about Berryman and his gifted <riends (1). She noted 
that Berryman’s father died at 39, Jokn at 58. Poecry, she 
believed, kept John alive. Suicide was his “subtle foe.” As 
long as he wrote, he refused to be pulled under the current— 
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literally. When the Muse failed him, he lost any reason for 
living. 

A sad yet heroic story. A brave and talented man fighting 
heavy odds: shyness, insomnia, hypochondriasis, depression, 
and serious alcoholism. It is told here, in the first full-scale 
Berryman biography, in harrowing detail. There is a drone to 
the march of events: John at prep school, John at Columbia, 
Johr. on a scholarship to Cambridge. Then a procession of 
teaching jobs: Harvard, Princeton, lowa, finally a professor- 
ship at Minnesota. One wife, two wives, three. Obsessed 
with poetry. One thin volume after another. Craving fame, 
fearing fame. Finally, too late, too old, too beat, achieving 
fame—the ultimate 15 minutes, his face on the cover of Life. 

And what was the Life story mainly about? Ah, John’s 
drinking. It is unlikely that John would have been on the 
cover if he had not been a famous drinker. 

The mostly nonreading public looks for a charismatic flaw 
in their mostly unread geniuses, and in the United States, in 
the -wentieth century, the preeminent flaw has been drunk- 
enness. Berryman was a member of a second generation of 
great American poets of this century, Eliot and Pound having 
led the first wave. Into the late 1930s they emerged: Black- 
mur, Jarrell, Schwartz, Lowell, Roethke. They all drank, ex- 
cept Randall Jarrell, who selected his own road to oblivion, 
walking in front of a car on a dark night. They wrote poems, 
seduced coeds on speakirg tours, got drunk in public and 
private, became manic, became depressed, died miserably. 

Their drinking started rather late in life, as American 
drinkers go. Berryman was 33 before he started drinking 
heavily. He had a breakdown and saw a psychoanalyst. He 
was in and out of hospitals, mainly to dry out. Toward the 
end, as a patient in a Minneapolis alcohol treatment center, 
he wrote Eileen, “If we had known I was alcoholic—maybe 
AA cd have saved me.” Eileen wrote, 


No, I hadn’t known he was an alcoholic. He had been 
diagnosed as being a “problem drinker.” And I had been 
convinced that drinking was window dressing—very 
fancy, very messy, very noisy, very convincing window 
dressing, camouflage to permit him to hide from the real 
threat, his subtle foe. i1) 


In Mariani’s biography, there are many more references to 
depression, thoughts of death, loneliness, and insomnia than 
there are to alcoholism. Some believe that there are two types 
of alcoholism: familial and nonfamilial. The nonfamilial type 
has a late onset and, some believe, is often associated with 
affective disorder. Mariani makes no mention of alcoholism 
in Berryman’s family. This combination of late onset and 
negative family history is common in Berryman’s generation 
of alcoholic poets. 

In fact, Nancy Andreasen, editor of this Book Forum, pub- 
lished a study of 30 creative writers in 1987 (2). Eighty per- 
cent had affective disorders; 30% were alcoholic. The study 
had a surprise: only 7% of the writers’ relatives were alco- 
holic. There was a lot of affective disorder and creativity in 
the writers’ first-degree relatives, however, suggesting that 
these traits run together. 

In short, the famous link between alcoholism and creative 
writing among Americans in this century may be mediated 
by affective disorder—in some cases. In my own study of 
drinking writers (3) I found that some were familial (e.g., 
Faulkner) and some were nonfamilial with a family history 
of depression (e.g., Hemingway). Mariani’s biography sug- 
gests that Berryman had frequent bouts of suicidal depres- 
sion and that alcohol was an anodyne. 
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When Berryman died he was working on a book called 
Recovery (the first of the recovery books), written as a novel. 
It was not very good. But his superb Dream Songs, written in 
his 50s, would suggest that his talent survived many years of 
spectacularly heavy drinking. Some say drinking destroys 
writing talent, but apparently not always. 

Only on that cold day in January 1972, Berryman saw his 
talent gone forever and did what he felt was the necessary 
thing. 
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Mozart in Vienna: 1781-1791, by Volkmar Braunbehrens; 
translated from the German by Timothy Bell. New York, 
Grove Weidenfeld, 1990, 481 pp., $25.00. 


Innovative biography, if it is to be meaningful, should have 
a particular focus or philosophy that is unique. The volume 
under review, a translation from the German, fulfills this 
criterion. Relying on primary sources, this report ‘“‘deliber- 
ately confines itself'to the portrayal of Mozart’s external life 
in Vienna. It seeks to replace careless certainty with new 
perspectives” (p. 7). These new perspectives bring into center 
stage cultural, historical, political, and social issues that 
played important roles in influencing Mozart. “We know he 
was very interested in what was going on about him and that 
his Viennese operas contained challenging political themes. 
He was involved with Freemasonry when this was risky. And 
he was one of the first independent, self-employed musicians 
to compose for a musically educated public for all social 
levels” (p. 5). 

Many authors have used the romance of Mozart’s short 
but very creative life, perhaps due to the fascinating details. 
Braunbehrens and ‘others have noted that many of the leg- 
ends, myths, distortions, gossip, rumor, fantasies, and recon- 
structions do not reflect actual historical facts. Mozart 
moved to Vienna in 1781 and died there in 1791. This last 
decade of his brief life, his period of greatest creativity, is one 
about which we know relatively little. There are few letters 
and few verified documents that lend authenticity to the var- 
ious reconstructions advanced by his later biographers and 
theorists. Yet, biographers’ and historians’ reconstructions 
have value in that they may help in formulating hypotheses 
that can be tested with data derived from many sources. 

What about the impact of what was going on in Western 
Europe during this last decade of Mozart’s life? As Braun- 
behrens notes, the period of Mozart’s residence in Vienna 
occurred concurrently with the reign of Emperor Joseph II 
(1780-1790). This “Josephine decade” was a period of en- 
lightened reform through the direct action of the Emperor. 
Reform was in the air—the curtailing of the influence of the 
Vatican, the institution of a new taxation system, the aboli- 
tion of censorship, greater personal freedom, and greater 
tolerance of minorities. However, in France the Revolution 


Am J Psychiatry 147:12, December 1990 


was beginning, and many people wanted a more active role 
in their political, social, and economic fate. Mozart was very 
interested in these developments, especially as he observed 
ther: in Vienna. 

Volkmar Braunbehrens, born in 1941 in Germany, is a 
well-known music historian, journalist, and author of a bi- 
ography of Salieri. This book on Mozart is not only a biog- 
raphy of the composer but a history of the “Josephine dec- 
ade.” There is no technical or aesthetic analysis of Mozart’s 
musical compositions. 

Psychiatrists are interested in the lives of their patients. It 
is from these autobiographical accounts that we arrive at 
diagnostic formulations. The origins of unusual behavior 
and affects and thought disturbances also come from the 
self-expressed communications of our patients. In a sense, 
biography, allied to the case history, is an essential part of 
our evaluation and consequent therapeutic recommenda- 
tions. The life of a most gifted, talented creator of superlative 
musical productions is of special interest to many—not for 
the purpose of making a diagnosis but of understanding 
how, when, and from where the roots and directions of ge- 
nius derive. 

This well-written book demonstrates excellent scholarship 
and, by limiting its focus to the last years of Mozart’s life and 
the external ambience in which he lived and worked, allows 
the reader to “feel” and participate in a slice of the life of this 
musical giant. Careful documentation gives the material con- 
vincing authenticity. Myths about Mozart’s death and burial 
are examined carefully, and where the evidence disproves the 
commonly held erroneous conclusions, the author says so 
clearly. This is skillfully presented in the discussions of 
Mozart’s final illness and his burial. Josephine regulations 
concerning death and burial, especially as they related to 
overall public health policies and in order “to eliminate the 
heavy financial strain of burials among a generally poor pop- 
ulation” (p. 414), were the bases of the burial ordinances. 
The court decree on these matters is fully documented by 
Braunbehrens. Thus, Mozart did not have a pauper’s burial; 
this legend, as well as others, is refuted, emphasizing what 
we all seek—accurate evidence to buttress our conclusions. 
This lesson is taught, perhaps learned, and applied in our 
clinical work as well as in our understanding of lives that are 
reported by careful biographers and historians. 


GEORGE H. POLLOCK, M.D., PH.D. 
Chicago, Ill. 


Mozart: The Golden Years, by H.C. Robbins Landon. New 
York, Schirmer Books (Macmillan), 1989, 256 pp., $29.95. 


The year 1991 is 200 years after 1791. A simple fact, but 
to the makers of festivals and the publishers of books it is 
also 290 years after Mozart’s tragically early death. For ex- 
ample, Lincoln Center in New York is planning to perform 
all of his more than 600 compositions, and Mozart: The 
Golden Years is only one of a number of recent biographies, 
with, I would guess, more to come. Despite the brouhaha, 
this surge of publicity and, one hopes, of public interest is 
welcome. 

H.C. Robbins Landon is a distinguished musicologist, 
most famous for his five-volume Haydn: Chronicle and 
Works (1). In Mozart: The Golden Years and in several other 
works (2, 3), he turns to Haydn’s younger friend. One can 
hope that he is building toward another definitive multivol- 
ume work that examines both artist and product. 
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Meanwhile, we have this important slice of Mozarts life, 
from age 25 to his death, his 10 yeas ir. Vienna. This re- 
markably productive period, even for this remarkable man, 
saw six new operas, a mass, a requiem, piano concertos 11 
through 27, four horn concertos, six symphonies, 10 string 
quartets, seven quintets, etc., totaling 158 works—not in- 
cluding dance music and other smaller pieces. It was also the 
period of his courtship and marriage, his father’s death, and 
a series of important changes in Viennese life. 

The author describes his book as an attempt to bridge the 
gap betwéen specialist and general reader, to explain com- 
plicated events and complex music in simple terms. In addi- 
tion to portions of his life history, we meet Mozart's family 
and friends (particularly Haydn), patrons, and competitors, 
and we enter aspects of his world—tne concerts and balls 
and the occasional, difficult travel. Mozart was strongly in- 
fluenced by the then liberal enlightenment views and was an 
admirer of Emperor Joseph IPs reforms. These included a 
measure of religious freedom and lega_, judicial, and tax re- 
form. One can guess that Mozart’s membership in the Ma- 
sonic Order lodge called “Crowned Hope” was part of an 
alliance with the forces for social liberalization. 

Robbins Landon succeeds to some 2xtext in introducing 
the musical layman to the elegant abstrac: structures that 
underlie Mozarts moving music. It is inportant for the mu- 
sically uninitiated to know that in adcition to the ineffable 
aspects of music (in many ways echoing the difficulties we 
have in describing affects by anything cther than the epiphe- 
nomena), there is a language ana grammar to music under- 
standable to the initiate. 

Mozart is of special interest to physicans, and particularly 
to psychiatrists. He was ill often enough and variously enough 
to form the basis of a mini-textbook bf inzectious disease: 
catarrh and erythema nodosum, rheumatiz fever, typhoid, 
smallpox, a dental abscess, trachecbronchitis, and hepatitis. 
He almost surely died of renal complications of his repeated 
streptococcal infections, certainly not Eom >oisoning, Peter 
Shaffer’s Amadeus notwithstanding, For his medical infor- 
mation, Robbins Landon relies heavily on Peter J. Davies’s 
Mozart in Person (4). Davies, echoed sy Robbins Landon, 
suggests that Mozart was manic-depressive, or at least cy- 
clothymic. Although his depression maz have been a combi- 
nation of normal bereavement and depression secondary to 
his serious and then terminal illness, the periods of hypoma- 
nia are well documented. These periods of elation included 
elevated mood and energy, decreased sleep, joking, punning, 
and frivolous behavior. However, there appears to have been 
little if any impact on his creativity anc productivity. 

Mozart: The Golden Years is perhaps best read along with 
the author’s Seventeen Ninety-One: Mczart’s Last Year (3), 
which offers a remarkably intimate glimpse of the compos- 
er’s death, including a floor plan of the Mozarts’ last apart- 
ment. The illustrations in both books also help us imagine 
ourselves in Mozarts world. Although | would choose Dav- 
ies’s book for the medical data, and perkaps Volkmar Braun- 
behrens’s Mozart in Vienna (S) for pure biography, Robbins 
Landon offers a delightful and insightful blend of biography, 
social history, and musicology. It looks a bit like a coffee- 
table book, but it deserves to be read cover to cover. 

All three of these books are post-Strechevian demytholo- 
gizing biographies. However, the removal of the myths and 
the presentation of a nonidealized Mozert can only increase 
our admiration and amazement at his achievement. 
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Bitter Fame: A Life of Sylvia Plath, by Anne Stevenson. Bos- 
ton, Houghton Mifflin, 1989, 386 pp., $19.95. 


The death of an ordinary person usually touches at least a 
score of lives, while the death of a powerful person may 
affect the fate of thousands. When the death occurs through 
assassination or suicide, however, a mythic dimension is of- 
ten added. Such has been the case with the death of Sylvia 
Plath. Her suicide on Feb. 11, 1963, is still sending reverber- 
ations through the collective imagination and consciousness 
of her survivors. 

This book is heralded as “‘the first authoritative biogra- 
phy” of Sylvia Plath to dete. Previous reconstructions of her 
life and death have depended heavily on her own autobio- 
graphical novel, The Bell Jar (1), on a volume of letters writ- 
ten to her mother, Letters Home (2), on her poetry, and on 
other brief accounts of her life such as that contained in The 
Savage God by A. Alvarez (3). This biography of Sylvia Plath 
is based on written reminiscences and interviews with many 
of her friends (e.g, Dido Merwin, Richard Murphy, and 
Lucas Meyers) and some family members (e.g., her sister-in- 
law Olwyn Hughes). 

The details of Sylvia Plath’s life are well-known. Her fa- 
ther Otto was a biology professor at Boston University who 
died of diabetes when she was 10 years old. Her mother, 
Aurelia Plath, was devoted and self-sacrificing, helping her 
two children grow into successful, high-achieving adults. 
While attending Smith College on a scholarship, during her 
junior year Sylvia suffered a serious depression, which was 
treated with both somatic therapy and psychotherapy at 
McLean Hospital. She went on to graduate with honors and 
subsequently attended Cambridge on a Fulbright Scholar- 
ship. While at Cambridge, she met and married Ted Hughes, 
a distinguished British poet, and subsequently gave birth to 
two children. On the surface, Sylvia was a bright, affirmative, 
successful woman who established her own independent ca- 
reer as a poet while simu‘taneously doing all the other things 
that women were expected to do in the 1950s and 1960s— 
cooking, sewing, and tending children. Below the surface, 
however, there were tensions. Eventually Ted and Sylvia split 
up. Sylvia became steadily more depressed and ended her life 
in 1963, leaving behind two young children. 

A few days before her death, she described her own suicide 
in one of her most beautiful poems, “Edge,” which begins, 


The woman is perfected. Her dead 
body wears the smile of accomplishment, 
the illusion of a Greek necessity 
flows in the scrolls of her toga. 
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She goes on to describe her dead children coiled at the feet of 
the pure white statue that she has become in her imagination. 
Through her death “she has folded/Them back into her 
body,” just as the petals of a rose fold at night. In this poem, 
as in many of her best, she was literally exploring life (and 
death) at the edge. She was quite familiar with the concepts 
of psychoanalysis and probed her relationships with her fa- 
ther and her husband in “Daddy,” which she described in a 
BBC interview as a portrayal of the Electra complex. Primary 
process material, controlled and shaped through her poetic 
imagination, floats very close to the surface of many of her 
poems. 

The interpretation of her life and work has varied. Many 
of the early descriptions tended to idealize and romanticize 
her, seeing her as a suffering artist who risked and explored 
too much. The publication of her letters to her mother, Let- 
ters Home, portrayed a cheerful, courageous, conscientious 
Sylvia who brightly stared down adversity and made it slink 
away. 

Anne Stevenson’s portrayal looks more closely at the dark 
side of Sylvia Pleth. This book suggests that the tight control 
she attempted to maintain could not always be achieved in 
her day-to-day relationships. On many occasions, she was 
callous, self-centered, selfish, temperamental, demanding, 
controlling, and even cruel. While the Plath of Letters Home 
wears the guise of a controlled obsessional, the Plath of Bit- 
ter Fame is a highly intelligent borderline. The book contains 
a series of fascinating accounts of her selfish, insensitive at- 
titude toward human relationships, whether they were with 
pen pals (Eddie Cohen), friends (the Merwins), or family 
(Ted and Olwyn Hughes). 

The relationship between creativity and psychopathology 
is endlessly fascinating. Did Sylvia Plath’s character pathol- 
ogy enhance or detract from her creativity? Was she right or 
wrong to sacrifice human relationships in her single-minded 
pursuit of artistic success and perfection? These questions are 
implicit throughout Bitter Fame, and readers who ponder the 
implications of Sylvia Plath’s life and work will find them- 
selves perplexed, troubled, but also enlightened after reading 
this book. For Sylvia Plath and those near to her, the price of 
fame was a cup brim full of bitterness. 
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Vincent van Gogh: A Psychological Study (1967), by Hum- 
berto Nagera. Madison, Conn., International Universities 
Press, 1990, 182 pp., $25.00; $19.95 (paper). 


In 1967 Huraberto Nagera, using the prevailing theoreti- 
cal system of the time, published his psychoanalytic study 
Vincent van Gogh. It has been republished this year, the 
centenary of ven Gogh’s death. In the quarter century since 
the book was first published, the art and science of psychi- 
atry have changed, and Vincent van Gogh demonstrates why 
psychoanalytic biographies may well be past their prime. 

In 1967 Nagera dismissed the issue of van Gogh’s diag- 
nosis by writing that “the question of labelling his illness 


Am J Psychiatry 147:12, December 1990 


diagnostically is in itself irrelevant” (italics added). To justify 
this position Nagera argued that diagnostic classifications in 
psychiatry were insufficient, at times useless, and that they 
could only loosely link the clinical descriptions or syndromes 
with the causative, i.e., etiologic. He further set forth the 
notion that psychiatric concepts of health and illness, dif- 
ficult to define, were of necessity imprecise, and that we all 
step from mental health into mental illness and back again. 
Nagera’s thesis was that van Gogh’s mental illness resulted 
from specific psychological stresses that played a pivotal role 
in triggering his psychotic breakdowns. 

There was and still is truth in some of these arguments, but 
making generalizations from a few specifics is logically dan- 
gerous. It may be true that some psychiatric diagnoses are 
vague, imprecise, and do not yet directly lend themselves to 
helping patients. Since 1967, however, we have seen the in- 
troduction of increasingly systematic and reliable diagnostic 
systems, as well as a number of potent and relatively specific 
treatments {including lithium, clomipramine, clozapine, 
many antidepressants, combinations of psychotherapy and 
medications, and substantial refinements in the treatments 
that were available 25 years ago). The effective use of these 
treatments is predicated on accurate diagnosis and, indeed, 
one can make a compelling argument that much of the im- 
provement in health care occurring over the last 100 years 
—in medicine in general and psychiatry in particular—is 
contingent on the ability to make accurate diagnoses. 

There are many reasons, in addition to treatment consid- 
erations, why formulating a diagnosis is important. Vincent 
van Gogh had some form of psychotic illness, most arguably 
manic-depressive illness (our unpublished data). The scien- 
tific evidence for a biological substrate in this disorder is 
indisputable. For those individuals whose psychotic illnesses 
are based on a genetic or other primary biological alteration 
in brain function, retrospective and tortuously convoluted 
psychodynamic formulations of their thoughts, feelings, and 
behaviors are often dangerously misleading. Such formula- 
tions, while adding a seductively complex aspect to person- 
ality, are more likely to be the projections of a theoretical 
system stretched far beyond its explanatory power than re- 
flections of the truth of an individual life. 

Biographies should be firmly based on that which is actu- 
ally known about an individual, and it is unfortunate that, in 
addition to everything else, Vincent van Gogh was not up- 
dated. Twenty-three years after the book was first published, 
we have some important new facts about van Gogh and his 
family. For example, although it is well-known that van 
Gogh’s sister, Wilhelmina, spent the last 39 years of her life 
in an asylum after first showing signs of “insanity” at age 41, 
there is now evidence that van Gogh’s youngest brother, 
Cornelius, killed himself (1). Another brother, Theo, had 
severe and recurrent depressions, as well as some form of 
psychotic illness during the last months of his life. The strong 
familial history of suicide, psychosis, and depression cannot 
be ignored in any meaningful attempt to understand van 
Gogh. 

Another fact that has intrigued many of van Gogh’s biog- 
raphers, and one that has provided a remarkable degree of 
psychodynamic speculation, including much by Nagera, is 
that van Gogh was born exactly 1 year to the day after the 
birth of a brother, also named Vincent, who died as a new- 
born. Nagera states that because of the circumstances of his 
birth van Gogh had “a conviction of his inadequacy and 
vulnerability in a world of constant unpredictable dangers.” 
Nagera returns to this theme when he discusses van Gogh’s 
mother as being unappreciative of his gifts, saying that be- 
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cause of this relationship, van Gogh was unable to stand up 
to what life brought him end gave in ro suicide. In fact, it is 
not clear if Vincent knew zhat the first Vircent was born on 
the day of his own birth, aor is it ever clear that van Gogh 
ever knew of the earlier Vincent (1). Infant deaths were not 
unusual during the last century, and taere seems to be little 
direct evidence that Vincert, or his parznts, made much of all 
of this. 

Another example of biographical speculations based on 
only partially reliable information comcerns Nagera’s inter- 
pretations about van Gozh’s romanc relationships with 
women. At age 20—as an art dealer working in London— 
Vincent fell in love with Eugenie (Ursula) Layer, who lived at 
his boarding house. Nagera writes tha~ beizg rejected by her 
“led... to a severe regress on and a breakdown in his ability 
to relate to others, in his reality adaptation and in his affec- 
tive life.’ A more recent biography (<=), however, indicates 
that although Vincent was rejected romantically, his reaction 
to the rejection may have been gross.y overdramatized by 
earlier biographers. 

This book has probably outlived its usefulness. Newer bi- 
ographies, such as Vincert and Thec van Gogh: A Dual 
Biography (1), provide more accurate information and do 
not force facts to fit a theory. If psychoaralysis is going to 
play an important role during the next century, it cannot 
avoid the advances in the rest cf psychiatry and medicine. 
Unfortunately, this book makes no ettempt to keep pace 
with advances either in medicine or in biog-aphical research. 


RE=ERENCE 


1. Hulsker J: Vincent and Theo van Gogh: A Dual Biography 
(1985). Translated by Miller JM. Aan Arbor, Mich, Fuller 
Technical, 1990 


RICHARD JED WYATT, M.D. 
KAY REDFIELD JAMISON, PH.D. 
Washington, D.C, 


Rickie, by Frederic Flach New Yorz, Ballantine Books, 
1990, 272 pp., $18.95. | 


Rickie is the daughter o7 the author, a practicing psychi- 
atrist from New York Cit} who has caroricled Rickie’s se- 
vere mental syndrome from 1966 to 1974, ages 14 to 22. 
Rickie, now a 37-year-old mother of three, adds to her fa- 
ther’s story by interspersing recollections, lecters, journal en- 
tries, and poems written ducing tke troubled years. Together, 
they appear to emit a message of hop2, an example of tri- 
umph over psychosis. 

Mainly the book deals wth the father’s tewilderment and 
the daughter’s travails. At the end, when they document the 
recovery, Rickie’s own voice is not convincing and the father 
does not detail the processes of change. The reason that the 
first-person narrative fails to convince is that it has been 
heavily edited. Rickie sounds essential y the same through- 
out, grown-up, optimistic, remote. She describes seemingly 
inexpliceble behavior and cttributes it to, “I wanted the at- 
tention.” Both the father aid daughter seem intent on nor- 
malizing whatever experiential or beFavicral evidence for 
mental illness may have ex sted. This makes the message of 
hope a paradoxical one. If mental illness were never present, 
if the symptoms of 8 years were due mainly to iatrogenesis 
(one of the implications), then Rickie :riumphed over inef- 
fective interventions, therapeutic naiveté, and unconscious 
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cruelty, but did she triumzh over illness? The uncertainty of 
whaz she was grappling with makes this a problematical 
book to recommend to patients and families. Welcome, Si- 
lence by Carol North (1) is better in that respect. There the 
psychiatrist author describes a struggle with schizophrenia 
that ended when her illness responded to kidney dialysis. 
Although the treatment might be controversial, the message 
of hope in that book is unmistakable. 

Rickie also pays tribute to controversial treatments—vi- 
sion correction and megavitamins. Dr. Flach, in addition, 
credits the power of prayer. Not mentioned as contributing 
factors to the turn toward health, but chronologically impli- 
cated, are love, marriage, and parenthood. Perhaps these, 
too, were agents of change. This is not to minimize the pres- 
ence, at a crucial time, of skilled therapists, renewed opti- 
mism, and a persistent family. The nature of the distress that 
was thus allayed in Rickie remains, however, a mystery. 

Whatever the diagnosis, this book is also an angry indict- 
ment of the psychiatric “system” that failed a family who 
thought it had access to the very best talent available. The 
indictment may or may not be merited. In any event, the 
author is too close to it to make his case convincingly. The 
book that brings this particular message heartbreakingly 
home is the evocative dacumentary work of a journalist, 
Susan Sheehan, in Is There No Place on Earth for Me? (2). 
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A NOVEL 


The Things They Carried, by Tim O’Brien. Boston, Hough- 
ton Mifflin, 1990, 273 pp., $19.95. 


Bravery is hard work. The price is perilously high, and in 
war, the obvious rewards are sometimes only ribbon-thin. So 
why bother? 

Pilato considered courage one of the four elements of virtue 
along with temperance, justice, and wisdom. He knew that 
wise courage carries suck moment that in its presence de- 
tracting character flaws are often pardonable. At the core of 
courage, whether moral or physical, is a sense of obligation, 
and obligations stem from loves and loyalties. Courage may 
also be a not so simple reflection of a desire to maintain 
honor and respect weighed against the fear of shame or cow- 
ardice. Bravery then appears to be grounded in abstract 
ideals. 

It is the emotions and abstractions of courage and transi- 
tions that most absorb Tim O’Brien in his newest book, The 
Things They Carried. This highly original work is no simple 
war story. It is an unconventionally conceived novel that 
weaves back and forth across the domains of fiction and 
biography. On the title page the book is called a work of 
fiction, but a reader soon recognizes the author’s clever ma- 
neuvering of literary devices as he crisscrosses the boundaries 
of fact and fiction attempting honestly to portray the mind of 
the Vietnam infantryman. 
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After graduating from college, Tim O’Brien was drafted 
and served as a foot soldier in Vietnam during the war’s 
watershed years of 1969-1970. He later pursued graduate 
studies at Harvard.’ The Things They Carried is O’Brien’s 
third book centered on wartime experiences. His first mem- 
oir, If I Die in a Combat Zone (1), established O’Brien in the 
highest echelon of contemporary authors who write about 
men at war. What followed was Going After Cacciato (2), 
the winner of the prestigious National Book Award in 1979. 
This novel’s dreamlike narration and the seductive possibil- 
ities of the plot should find particular appeal among psychi- 
atrists. Going After: Cacciato unfolds when Cacciato, an in- 
fantryman serving in Vietnam, decides, all things considered, 
that he would much rather be in Paris. He then goes over the 
hill, quite literally, and begins the 8,600-mile walk. The men 
of his squad follow'in pursuit across the sweep of Asia into 
Europe. 

More than anything else, Tim O’Brien in all his works is a 
gifted storyteller with stories to tell. Like Chekhov’s work, 
many of his sketches are mere fragments—all middles with- 
out beginnings or endings. Some chapters of The Things 
They Carried are a tight two pages reminiscent of poetry, a 
warrior haiku. Many have previously appeared as award- 
winning short stories. 

The book’s structure holds as the storyteller skillfully 
blends vignettes, slices of life, and sudden moments weighted 
in emotion into < unified narrative. For readers familiar with 
the literature that emerged from the Vietnam era, The Things 
They Carried is remindful of Michael Herr’s Dispatches (3), 
originally written in 1968, which, critically acclaimed, is the 
best book written about the Vietnam war. 

If there is a translatable flaw in The Things They Carried, 
it is not the author’s. Any reader without firsthand experi- 
ence with the valués men share in war may perhaps think 
O’Brien’s stories too far-fetched, too improbable, and some 
even beyond that.:Not that O’Brien speaks of horrors— 
blood and death are not his fascination; rarely throughout 
the book is a weapon fired. In The Things They Carried, the 
men carried the responsibility for each other’s lives. They 
carried the common secret of cowardice, their unweighed 
fears and reputations, the mud and stench of the land, and 
the age that comes with growing up in an afternoon. His 
subject is the weight of human emotions and conscience—the 
things all of us carry throughout our lives. 

The author’s tone sets his work apart from the overabun- 
dance of less well-written war narratives. His voice is vis- 
ceral. Just listen: 


And in the end, of course, a true war story is never 
about war. It’s about sunlight. It’s about the special way 
that dawn spreads out on a river when you know you 
must cross the river and march into the mountains and 
do things you are afraid to do. It’s about love and 
memory. ! 

What stories can do, I guess, is make things present. 

I can look at things I never looked at. I can attach 
faces to grief and love and pity and God. I can be brave. 
I can make myself feel again. 


Hemingway’s writings throughout his life were also 
swayed by war’s experience. Courage was serious stuff to 
Hemingway. He wrote, “Courage is of two kinds: First, 
physical courage, or courage in presence of danger to the 
person; and next, moral courage, or courage before respon- 
sibility, whether it be before the judgment seat of exter- 
nal authority or of the inner power, the conscience” (4, p. 
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103). The Things They Carried speaks to each of Heming- 
way’s kinds of courage and the enduring burdens courage 
demands. 
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MEDICINE AND SOCIETY 


Laughing Death: The Untold Story of Kuru, by Vincent Zi- 
gas, M.D. Clifton, N.J., Humana Press, 1990, 328 pp., 
$24.50. 


Disgusted by the rise of Nazism in his native Germany, 
Vincent Zigas packed his medical bag and exiled himself to 
Papua New Guinea. Laughing Death is the good doctor’s 
story of his travails among the natives and the Australian 
medical administrators, and of his participation in one of the 
great medical discoveries of our time. 

Kuru is a fatal disease that affects mainly women and chil- 
dren of the Fore people, who live in the Highlands of Papua 
New Guinea. The earliest symptoms are disorders of gait and 
balance; these spread later to the limbs and trunk. As this 
instability progresses to completely disable the victim, shock- 
like tremors affect the muscles of the limbs, trunk, and neck. 
Uncoordinated, lethargic, tremulous, and dysarthric, kuru 
patients develop strabismus and emotional lability, although 
intelligence and memory remain intact. Doomed persons of- 
ten laugh at their own clumsiness, their inability to get food 
into their mouths, their stumbling gait and falls. Total inca- 
pacity proceeds to coma. In the hours preceding death, the 
patient’s body temperature lowers slightly and head lice can 
be observed as they abandon the dying body. 

The Fore are a martial people, and disputes over women, 
pigs, and gardens frequently generate enough political en- 
mity to cause armed conflict. Raids and retaliation, often in 
the form of magic, are a way of life. Death never results from 
“natural causes” but, rather, is invariably thought to be 
caused by sorcery. Kuru is the ultimate sorcerer’s weapon, 
and once victims believe themselves to be cursed they have 
no choice but to die. Even Dr. Zigas first conceptualized kuru 
as a hysterical disorder in which overly suggestive persons 
are convinced that they are the victims of a sorcerer and then 
act out their fatal dramas. 

After much soul-searching and astute observation, Dr. Zi- 
gas came to believe that a biological lesion causes kuru. He 
contacted colleagues and participated in research looking for 
a dietary deficiency or an infectious agent. A visiting anthro- 
pologist astounded him by discovering that the Fore cut up 
and ate small portions of the bodies of kuru victims as pro- 
phylaxis against kuru. When Dr. Zigas asked his trusted 
native friends why they had never told him of this practice, 
they replied, “You never asked us about it.” Unfortunately, 
the examination of hundreds of samples of body fluids and 
brain tissue failed to reveal any infection. 

Then a peculiar person visited Dr. Zigas: “At first glance 
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he looked like a hippie . . . who had repelled and run off to 
the Stone Age world. He wore much-worn shorts, an unbut- 
toned brownish-plaid shirt revealing a dirty T-shirt, and tat- 
tered sneakers... . He was just plain skabby. He was a well- 
built man with a remarkably shaped head, curiously piercing 
eyes, and ears that stood out frora his head. It gave aim the 
surprised, alert air of someone taking n all aspects of new 
subjects with thirst.” The person described was Dr. Carleton 
Gajdusek, an American medical researcher of extraordinary 
perseverance. 

Laughing Death details the arduous ethrographic, epide- 
miologic, and laboratory studies that resulted in the discov- 
ery of the slow virus that causes kuru and the awarding of 
the Nobel Prize in Medicine to Dr. Gajcusek in 1977 (1). He 
discovered that kuru in great part was transmitted to women 
through cannibalism during mourning rites for victims and 
to their children by contamination througl openings in the 
skin, mucosal tissues, and the open wounds of jungle sores. 
The book also records the machinatior.s of medical politics 
in which quite a few Australian leaders zre depicted as down- 
right nasty and hungry for personal glo-y. I- is a terrific read 
with lots of chilling medical anecdotes, exotic scenery, and 
fabulous customs (e.g., the customary greet:ng of the Fore is 
a standing embrace in which both mer and women handle 
each other’s genitals). The author spares ro one, not even 
himself, in lively character profiles. Entire lives are summed 
up in poignant episodes, and the unhappy existences of many 
colonial settlers are exposed. The author recounts that while 
reading sex manuals to escape from boredom, he came 
across a scribbled note in a book from the town public li- 
brary: “Have a white husband who i; seldom at home. I 
enjoy being married to him, but at this moment I would 
prefer to be a black man’s strumpet razher than his spouse. 
Any comments?” Dr. Zigas notes, “There were none, at least 
from me, since I felt sorry for the frustzated wife.” 

The author clearly has no stomach sor petty bureaucrats 
and self-centered colleagues, but one wonders about some of 
his recollections and perceptions. In the foreword, Dr. Gaj- 
dusek describes the book as “the most remarkable work in 
existence of abstract impressionistic sronical parody,” in 
which the author “has taken the liberties of imaginative cre- 
ative writing and protects his truth with tke ambiguities of 
poetry.” Parody? Truth? Poetry? Who’s on first? Don’t 
worry. Enjoy this book. 
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What Kind of Life: The Limits of Medizal Progress, by 
Daniel Callahan. New York, Simon e Schuster, 1990, 277 
pp., $19.95. 


In this wide-ranging and closely rezsoned book, Daniel 
Callahan takes aim primarily at the seemingly intractable 
problem of rising health care costs. However, this is not his 
only aim; along the way, he has much to say about the 
relationship between individualistic ard societal values in 
U.S. society. 

That health care costs appear to be escalating out of con- 
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trol is not in question: 55¢ billion dollars a year and 11.6% 
of the gross national procuct are the current fearsome fig- 
ures. Efforts to control casts by various kinds of tinkering 
with the economic mechanisms by which health care is de- 
livered have not been really effective; even a transition to a 
Canadian or British system would only slow, not staunch, 
the bleeding. According ta Dr. Callahan, the basic problem 
lies not in defects in health care delivery but in the values 
underlying the way we think about health and disease. At- 
tempts to define health care in terms of individual needs 
inevitably fail and will always fail because needs and aspira- 
tions become fused; people seek perfect health forever and 
thus come to believe that happiness can be achieved through 
medicine. The 1947 WHO definition of health as “‘a state of 
complete physical, mental and social well being” is the em- 
blem of these aspirations, justifying such excesses as total 
parenteral nutrition, dialvsis and artificial hearts for ailing 
old people, efforts to keep alive premature infants who weigh 
less than 500 g, and universal freedom from neurosis 
through psychotherapy. 

New technologies, technology assessment, and research 
will not prevent people from getting old and sick; instead, 
these measures extend the ragged edge of medical possibility 
by converting acute illnesses to chronic ones. They do not 
seem to make people more satisfied, and they increase suf- 
fering and cost. Unfortunately, death will have its day and 
will exact its price. Thus, medical success ironically creates 
its own inevitable failures. 

The only solution is a radical restructuring of the values by 
which we judge health care goals. For Dr. Callahan, the ideal 
of care for all regardless af economic status rather than the 
siren call of cure for all -he ills that flesh is heir to must 
become the primary obligation of our society. We must mod- 
erate the focus on individual choice and “needs” by making 
hea:th a part, not the whcle, of the common good—a means 
to other life goals, not its end. Thus, concentration on illu- 
sory health care gozls may be one of the reasons why we 
spend only half as much on education as we do on medical 
expenses. Dr. Callahan acknowledges the immense obstacles 
in the way of accomplishing such a profound shift, but he 
offers some blueprints. These involve a much more active 
role for government up tz and including some form of na- 
tional health insurance. He envisages a system with three 
levels, the first guaranteeing a minimal level of care and cure 
for all, the second permitting benefit packages mutually 
agreed on between individuals and their employers, the third 
allowing personal income to be used for the pursuit of health 
beyond the first two levels. 

Dr. Callahan faces unflinchingly the somewhat apocalyp- 
tic conclusion that “effective cost containment is none other 
than a form of rationing.” Although the pain for doctors 
would be eased by making rationing judgments on categor- 
ical rather than individual grounds, doctors still would have 
to turn away from their founding creed of undiluted loyalty 
to the preservation and extension of life. In a chapter that 
provides a searching analysis of its difficult subject, Dr. Cal- 
lahan explores this ‘‘doctor’s dilemma” by examining both 
active and passive euthanasia. He rejects the former but finds 
moral justification for the latter and defends the allocation of 
resources with the result-ng setting of limits, even in the 
knowledge that such measures would cost lives, by distin- 
guishing between killing and allowing to die. 

The book closes with a plea for discarding the Promethean 
and destructive ideal of infinite health progress and calls for 
much public discussion of these important matters. 

Thoroughly documented and skillfully written as the book 
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is, One notes a good deal of repetition, particularly of its 
major points—the degeneration of health needs to unrealiz- 
able aspirations, the necessity for caring rather than curing as 
the keystone of health care, and the inevitability of health 
rationing if we are to emerge from our present financial mo- 
rass. ] suspect that the repetitiveness stems at least partly 
from Dr. Callahan’s realization that although his analysis is 
cogent, his message, will be unpopular and unpalatable. 1 also 
think that the author might have dealt more systematically 
with the kind of procedures that will be curtailed under his 
proposals and the impact that such limitations can be ex- 
pected to have cn overall health costs. 

Although I am not sufficiently familiar with the field of 
health care to dispute the details of his argument, there are 
clearly great difficulties in the implementation of Dr. Calla- 
han’s proposed reforms even if they gain theoretical accep- 
tance. First, he seems to be addressing a rather hypothetical 
public, one that is outstandingly reasonable and able to be 
convinced by arguments based on principle rather than self- 
interest. Are Americans, or indeed any large group of people, 
really possessed of such Roman virtues that they are willing 
to sacrifice for the common good their own needs as they 
perceive them? Dr. Callahan may be underestimating the 
tenacity of the conviction held by most people that staying 
alive is qualitatively different from and more important than 
other goals—individual or societal. Second, a democratic so- 
ciety with an increasingly strong egalitarian bias is unlikely 
to take willingly to a health care system that allows a man or 
woman to take edvantage of a technological innovation sim- 
ply because he or she has the money for it. It is hard to 
conceive of politicians risking such a position on the grounds 
that the assurance that everyone can rely on care will com- 
pensate for the inability of some to receive curative measures 
available to others. 

What Kind of Life is an important book. It deals with 
issues of vital concern to our society and it does so in a 
thought-provoking manner. Although not written specifi- 
cally for psychiatrists, it will certainly be of interest to them 
as physicians, as citizens, and as potential patients who 
themselves may have to make some hard choices. 


PAUL CHODOFF, M.D. 
Washington, D.C. 


NEUROLOGICAL TALES 


Newton’s Madness: Further Tales of Clinical Neurology, by 
Harold L. Klawans, M.D. New York, Harper œ Row, 1990, 
218 pp., $17.95. 


Were the awarding of eponyms still an accepted medical 
practice, the writing of popular books for the lay public by 
prominent neurologists might be considered a cardinal man- 
ifestation of the Oliver Sacks syndrome. Newton’s Madness 
is yet another addition to the genre, lacking, unfortunately, 
the quality of prose and empathic insights that have made 
Sacks’s works bestsellers. The book consists of more than 20 
case history vignettes of individuals suffering from such 
things as Wilson’s. disease, stroke, temporal lobe epilepsy, 
Parkinson’s disease, Creutzfeldt-Jakob syndrome, and dysto- 
nia. In most of these, the patient presents with puzzling 
symptoms, mystifying every physician consulted except the 
author. The most successful parts of the formula involve 
succinct and clear descriptions of possible pathophysiolog- 
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ical mechanisms involved in the individual disorders and sug- 
gestions of further articles that might interest a lay reader. 

Despite its humanistic proclamations, the book loses no 
opportunity to split the mind from the body. Psychiatrists on 
these pages come and go, speaking of the superego and fail- 
ing to observe a Kayser-Fleischer ring. Noting that neurolo- 
gists have to learn psychiatry because “it’s on the Boards,” 
Dr. Klawans informs an unbelieving patient that she is not 
crazy but simply has a neurological disease. On a later oc- 
casion he quotes his mentor, A.B. Baker, to the effect that a 
psychiatric history is a waste of time because everybody has 
psychiatric problems and the question is whether a patient 
has a neurological problem that can account for his or her 
behavior. In these pages, angry and demanding patients are 
tamed with a few blunt words and references to Dostoevski, 
and patients with dementia are made content with obscure 
references to a long-forgotten championship baseball team. 

The author goes beyond his own clinical practice to apply 
neurological diagnoses to historical and literary figures. The 
title chapter puts forth the proposition that Newton’s well- 
known “black year” was really a product of chronic mercury 
poisoning, the result being paranoia, a move into adminis- 
tration, and a dulling of his former brilliance. There is no 
evidence, however, that Newton ever experienced dysarthria, 
tremor, or ataxia. He enjoyed a full head of hair, good teeth, 
and excellent vision until his death at age 85 and, 4 years 
after the culmination of his supposed toxicity with heavy 
metals, was able, in the course of one night and after a hard 
day’s work serving as Warden of the Mint, to solve a prob- 
lem that had mystified the leading mathematicians of Europe 
for years. It is this selective rendering of facts that creates 
doubt about the accuracy of the other situations described 
and distaste for the rather self-aggrandizing manner in which 
they are put forth. 


VICTOR I. REUS, M.D. 
San Francisco, Calif. 


Great Men With Sick Brains and Other Essays, by Bengt 
Ljunggren, M.D., Ph.D. Park Ridge, Ill., American Associ- 
ation of Neurological Surgeons, 1990, 130 pp., $45.00; 
$14.95 (paper). 


Would the German massacre of a huge Anglo-American 
Arctic convoy have taken place in 1942 were it not for the 
cerebral glioma that was limiting the function of Sir Dudley 
Pound, First Sea Lord to Sir Winston Churchill? This is one 
question from this heterogeneous and highly interesting set 
of essays by Bengt Ljunggren, a Swedish neurosurgeon and 
historian. He brings to life historical moments spanning two 
centuries “from a neurological perspective” through care- 
fully researched accounts, original letters, other primary 
source material, and a range of photographs and drawings. 

There are two main types of focus, the first highlighting 
the foundations of neurosurgery through glimpses of some of 
its pioneers and the milestones they achieved. The second 
involves encounters with eminent persons who developed 
neurological difficulties as well as the physicians who treated 
them. There is also one unusual case of a survivor of an 
embedded nail, with historical antecedents dating back to 
Biblical times. The accounts branch widely outward from 
their neurological common points to provide interesting 
views of the various personalities and their times. 

In the 1700s in Stockholm, for instance, we already see 
attempts to resect visible brain tumors, and we meet Olof af 
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Acrel, the father of Swedish surgery and neurosurgery, 
whose first attempt folloved the insistent pleas of a young 
man with intolerable heacaches. (The patent unfoztunately 
died, as did a great many in those early days.) Scme later 
pioneers include Wilhelm Wagner, the Gezman who trained 
himself in surgery and innovated an approach to opening the 
cranial vault; Leonard Gigi from Flozence. who invented the 
cranial saw; Edvard Bull. Norwegian doctor of medicine, 
who anticipated the carotid ligation for _ntracran:al aneu- 
rysms; and his compatriot Vilhelm Magnus, whose later sur- 
gical accomplishments inc-uded chis ligaticn. Although tech- 
nical issues are important here, they do not represent the 
whole and, furthermore, are well within the grasp of the 
nonspecialist. 

It is fascinating when cne is able to glimpse the person 
behind the reputation. Certain accounts allow for this more 
than others. For instance, the famous American Harvey 
Cushing, commonly considered to hare pezfected neurosur- 
gery and introduced it as < specialty a: the beginnirg of this 
century, was described by Sven Hedin. the explorer of Asia, 
as “a thin and wiry, distinguished gentemen . . . greeting me 
gaily and kindly as if we had been acquainted with each 
other since childhood” (p. 31). Cushing found no evidence of 
a tumor Hedin feared; the two subsequent_v became friends, 
and we are treated to selections from thei: correspondence, 
including some touching cetails of the friendship. 

One patient of Harvey Cushing’s with a less happy final 
outcome was General Lecnard Wocc, ard this experience 
shows us another side o> Cushing. He first operated on 
Wood in 1910, for a meningicma, with success. (Twelve 
years later, it was Cushing who coired the term “meningi- 
oma.”) Indeed, one is remmded how far medical technology 
has come, since the diagnosis was mad en-irely on a clinical 
basis. This case represented a turning >oint in establishing a 
positive attitude toward brain surgery. Meenwhile, Wood, as 
we learn in some detail, went on te an active career as a 
military man and writer, a Republican favorite for President 
(Warren Harding got the romination) and Governor of the 
Philippines, before his condition wors2ned. 

In 1927, Wood returned for surgery; on the operating 
table, he joked to Cushinz about how well he was doing, 
only to die of unexpected hemorrhage after a large tumor 
was removed. Cushing was distraugkts we witness his reac- 
tion, which included rather extreme behavior for a short 
time. However, we are told that Cus2_ng’s overall goal was 
to keep mortality below 10%. These were difficult days, the 
pioneers were risk-takers, and the cos-s were heavy. 

We are not to forget that many others helped build our 
knowledge of the nervous system. In tke travels of Axel Key, 
Rector of the Karolinska Institute, for instance, we briefly 
visit different European seats of learning in the late nine- 
teenth century. This account features Key's chance meeting 
with Alired Nobel, who revealed, among other things, his 
plans for founding an international prize in medicine. We 
also see Nobel’s work situation and elegant life style at San 
Remo on the Riviera, yet kear as well of his loneliness, dark 
melancholic periods, and tioughts of suicide. 

Of further interest, perhaps to the psychiatrist in particu- 
lar, is the essay on Viladim_r Bekhterev, the founder of Rus- 
sian neurology. It is worth merely mertioning a selection of 
his many enterprises. Bekhterev was a psychiatrist, physiol- 
ogist, anatomist, teacher, aad political activ:st whose dossier 
grew ever thicker due to h s criticism of Czarist society and 
Russian educational and other institutions. Bekhterev also 
provided an effective “courcterexpertise’”’ in z Russian version 
of the Dreyfus affair. All of this makes. compelling reading. 
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In the chapter on Bekhterev, as elsewhere, we see the in- 
terconnectedness of major figures in the sciences. For in- 
stance, Bekhterev studied in the 1880s with a great many 
figures {including Meynert and Charcot), was influenced by a 
visit to Wundt’s experimental psychology laboratory, later 
developed a theory of psychoreflexology, and had a curiously 
adversarial relationship with Ivan Pavlov. He had a couple of 
contacts with Freud but was not greatly influenced. His 
many other accomplishments included description of the re- 
ticular formation and work on ankylosing spondylitis. Bekh- 
terev also selected one of the first two “neurological sur- 
geons” in the world and opened the Psychoneurological 
Institute, the first free university in Russia. Bekhterev’s illus- 
trious career was brought to a close after he was called on by 
Stalin to evaluate his depression and noted Stalin’s “grave 
paranoia.” Evidence is marshaled as to the untoward end 
Bekhterev may then have encountered. 

In this case, Bekhterev’s own psychiatric history is also of 
note. At age 17, he was hospitalized for ‘‘melancholia,” 
which is cited as a basis for his later professional interests but 
is not evaluated further. Bekhterev, however, comments on 
Dostoevsky, whose work some authors had questioned be- 
cause of Dostoevsky’s epilepsy. According to Bekhterev, 
these works make it clear that “health and disease of the soul 
are so tightly interwoven in real life that it sometimes seems 
impossible to distinguish the one from the other” (p. 56). 
Effects of epilepsy on one’s work are not followed up in the 
later case of George Gershwin, whose great enjoyment of life 
and remarkable career were cut short at age 38 by a malig- 
nant right temporal lobe tumor and who, in retrospect, had 
shown symptoms consistent with temporal lobe epilepsy for 
many years. 

This book, although frequently fascinating, could benefit, 
in my opinion, from additional unifying themes and conclu- 
sions beyond the evident progress of neurosurgery and its 
relation to courageous innovators. The chapters and, some- 
times, the vignettes within chapters vary in focus and depth 
of treatment and in the balance of technical versus human 
interest material, whether centered on neurosurgical ad- 
vances or the examination of lives. 

The question of whether the “greatness” of subjects relates 
in some negative or positive way to the “sickness” of their 
brains—-which the book’s title appears to pose—is not al- 
ways answered. Nor are the varying answers that are given 
reconciled with each other. This would have been most in- 
teresting to attempt. For instance, it is suggested that sickness 
interfered with function for figures such as Dudley Pound, 
but General Wood, on the other hand, is said to have carried 
out his duties virtually to the end. As for Sven Hedin, the 
explorer, whose autopsy showed a pituitary tumor, the au- 
thor humorously speculates that a decrease in pituitary func- 
tion in his younger years might help explain Hedin’s devo- 
tion to exploration rather than to the opposite sex. 

Little speculation occurs regarding such psychiatric con- 
ditions as Bekhterev’s or Alfred Nobel’s “melancholia.” I 
find such descriptions of particular interest because of our 
own work (1, 2) and other accumulating evidence for en- 
hanced creativity among persons with affective disorders— 
particularly bipolar disorders—and their immediate rela- 
tives. As indicated, implications of a seizure disorder in 
Gershwin or Dostoevsky are not addressed, at least beyond 
Bekhterev’s own interesting comment. If one does not some- 
how complete the great men-sick minds equation, then the 
choice of eminent subjects for the case histories becomes less 
compelling. 

These last comments are not to distract from the many 
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fascinating and highly entertaining aspects of this unusual 
book of essays, which is the frst title to be published through 
the Publications Committee of the American Association of 
Neurological Surgeons. The book is also nicely written and 
attractively printed and illustrated, and each section includes 
a range of valuable references. Readers interested in medicine 
and history, and those who want to see the world through 
neurological eyes, might have trouble putting it down. 
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ON SEX AND ART 


Sexuality: An Ilustrated History, by Sander L. Gilman, 
Ph.D. New York, John Wiley c& Sons, 1989, 367 pp., 
$49.95, 


We've all seen any number of books with this or similar 
titles in most every remainder catalog that crosses our desks 
and dismissed them with hardly a thought as dressed-up por- 
nography. This version, however, which might better be ti- 
tled a “History of Sexual Illustration,” is a legitimate and 
substantial study of semiotics and is distinctly not of the 
cryptoerotic coffee-table variety. Professor Gilman is inter- 
ested in how our sense of sexuality has been influenced by the 
manner in which the prevailing cultures of successive ages 
through Western history depicted sexual organs, diseases, 
and acts. Following Plato and Kant, Gilman would have us 
understand that what we perceive, in this case the human 
body in its sexual functions, is not the object itself but the 
object filtered through the limitations of our senses, our cul- 
tural presuppositions, and our personal intellectual and emo- 
tional functions. He believes that sexuality cannot exist as 
neutral, objectively observed reality but is available to ob- 
servation only through the cultural meanings that are in- 
extricably bound to it. In this construct, the semiotics of 
sexuality becomes sexuality as we perceive it not only intel- 
lectually but experientially. Sexuality is an elemental force 
that enters discourse through conceptual representation, a 
system of symbolization that “violates its very nature by 
giving it form and structure.” The process of symbolizing 
this elemental force occurs in words and pictures, and this 
volume concentrates on how those pictures have been used 
throughout history. 

As might be expected, the volume is copiously illustrated 
(328 plates, all in black and white) with “objects taken from 
‘high’ art, the art of collectors and museums; ‘low’ (i.e., mass 
as well as popular) art, the art of the streets, from advertising 
to pornography; and, centrally, medical illustration, specifi- 
cally the history of the anatomical illustration of the genita- 
lia.” The art of the museum represents itself as of aesthetic 
value, the art of the street as of erotic value, and the art of the’ 
medical illustrator as of value-neutral education. Medical 
illustration, which is Professor Gilman’s central interest, is 
typically perceived as the real anatomy, as opposed to the 
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pornographic, aesthetic, or erotic rendering of the same body 
parts. How these icons are manipulated to enforce moral 
dogma, particularly in the depiction of sexually related dis- 
ease, is the moral of Professor Gilman’s story. Sexual myth 
making exists in every age and in every genre of sexual ico- 
nography, whether in frankly titillating pornography, fash- 
ion models in poses not elsewhere seen in nature, or an- 
atomic illustrations describing organ systems in neatly 
delineated four-color graphics. Dr. Gilman would have us 
understand that none of these versions represents “the real- 
ities of sexuality, but our fantasies about the sexuality of the 
dominant discourse.” 

There is a good deal of psychoanalytic influence in Dr. 
Gilman’s work. His frontispiece is a student’s caricature of 
the author declaiming ‘“Freud’s theory of bisexuality,” and 
he is intensely interested in physiological disease and the 
unconscious and in the role of symbolization as a psychic 
defense against apprehension of the emotionally intolerable. 
He finds in gender the repository of all duality, most partic- 
ularly health and disease, racial distinction, self and other. 
He sees sexual disease as the icon of sexuality and sexuality 
as the icon of all existence. Icons, the illustrations that con- 
stitute the subject of this book, are seen as “visual bound- 
aries for the idea, or fear, of disease, and boundary as an- 
other means of creating the order that we desperately need to 
understand the world and our place in it.” Some of these 
constructs are harder to take than others. My experience as 
a psychiatrist has been that sick patients are desperate to 
recover and feel well again; desperation to understand the 
world and the relationship of one’s disease to it is more likely 
the exclusive emotion of the philosopher. From time to time 
I found that such extravagant use of language in this book 
tended, finally, to trivialize a condition by overstating it; 
more often it tended toward obscurity. 

This is, on balance, a work of considerable thought and 
scholarship. The collection of plates depicting the history of 
sexual illustration and sexual mythology from Biblical to 
modern times is itself a notable tour de force. Dr. Gilman 
uses the image of sex and the imaging of sex to explore the 
relationship of our minds to our bodies and of our minds and 
bodies to the forces of mutability, most prominently repre- 
sented by the process of disease. These are concepts that one 
may or may not fully endorse, but the reader will undoubt- 
edly find himself intellectually activated as he remonstrates 
with Professor Gilman’s rich series of associations. 

Despite my general appreciation, there are flaws here that 
struck me as especially peculiar and annoying. The first of 
these was that the book literally fell apart in my hands after 
two readings, and I am shuffling unbound pages as I prepare 
this review. An expenditure of $49.95 will be sufficient to 
test the buyer’s equanimity as the volume disintegrates. A 
book of this size, weight, and paper quality should be bound 
in signatures, and the experienced publisher, John Wiley & 
Sons, should know it. Near the center of the book, intellec- 
tually as well as topographically, is a challenging chapter on 
Goethe and his literary manipulations of sight and touch. 
Gilman finds in the process of iconography an emotionally 
secure distancing from what he sees as our “lowest” sense, 
touch, and our “highest,” the sense of sight, and quotes a 
famous line from “The Roman Elegies” (“Sehe mit Fühlen- 
dem Aug’, fiible mit sebender Hand”) to support a central 
conceit of the book. Disappointingly, the author mistrans- 
lates the German, despite his apparent fluency, and confuses 
a crucial thought. Plate 250, identified as a nineteenth-cen- 
tury engraving of a dissected penis, is, in fact, the drawing of 
an ellow. 
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This book will not assist a psychietcist :n the care of pa- 
tients, and it is not intended, I believe, to train young phy- 
sicians in the theoretical bases of our profession. It is, how- 
ever, legitimate intellectual nourishm=2at for those who need 
no other justification for their reading 


WILLIAM E. FANN, M.D. 
Houston, Tex. 


Pictures at an Exhibition: Selected Essays on Art and Art 
Therapy, edited by Andrea Gilroy amd Tessa Dalley. New 
York, Routledge, 1989, 229 pp., $47.30; 316.95 (paper). 


This book contains 19 diverse essz}s on the relationship 
between art and psychology and two brief sections of com- 
mentary by the editors. The essays aze derived from papers 
presented at the conference “An International Review of the 
Arts in Therapy” held at the University of London, Gold- 
smiths’ College, in September 1985, soonsored by the British 
Association of Art Therapists and the International Society 
for the Study of Art and Psychopaztholzy. Although the con- 
ference attracted delegates from all over the world, only the 
papers of the British delegates are incladed in this volume. 

Part one addresses how theories of psychoanalysis can aid 
in understanding the imagery of ind-vadual artists, writers, 
and cultures. Part two presents the thecry and practice of art 
therapy, predominantly through casework-based papers. In 
its entirety, then, the book focuses on the two main areas of 
concern for art therapists: the art product as diagnostically 
indicative of an individual’s menzal s-ate and the process of 
making art as a naturally therapeutic ectivity. Althcugh the 
papers are uneven in quality, overall che book succeeds in 
showing how psychological analysis an be useful in both 
areas. 

The book begins with an essay by Feter Fuller on the sim- 
ilarity between D.W. Winnicott’s theozr of the mother-infant 
relationship and Henry Moore’s sculd-ures of mothers and 
children. Fuller argues convincingly -hat both Winnicott 
(verbally) and Moore (visually) have cescribed the mother- 
child relationship as it evolves from the original merger that 
infants experience with their mothers. He also shows how 
Winnicott’s concept of transitional otjzcts, which provide a 
bridge between the infant’s subjective world of imagination 
and the objective world of outer rea.ity, finds a -angible 
expression in Moore’s art. 

Joan Woddis’s paper on the verse ard illustrations of Ed- 
ward Lear is also particularly effective. She zives a report of 
Lear’s history, including his abandonment as a youngster by 
his mother and his repressed homosexual feelings, before 
building her argument, which concerns how Lear’s fears, 
conflicts, and wishes are reflected in 1.s work. In this way, 
Woddis does not force Lear into the rrold of a general the- 
ory, and her conclusions appear to te substantiated. She 
asserts that Lear’s nonsense verse anc drawings served as a 
defense against his childhood pain and as a means to create 
a compensatory fantasy world. At the same time, his tragi- 
comic verse concerning rejection and toss as well as the iso- 
lation of social outcasts allowed him -o express and work 
through his rage and sorrow. 

Another engaging article in part ane is chat of Michael 
Edwards, who places conflicting theor es about the use of art 
therapy in historical perspective. Edaards posits that the 
roots of the diagnostic attitude toward smagery—the empha- 
sis on the finished product—lie :n eiziteenth-century neo- 
classicism. On the other hand, the rocts of the positive con- 
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ception of imagination and the belief in the natural healing 
capabilities of art—the emphasis on the process of making 
art—lie in nineteenth-century Romanticism. 

The case studies presented in the last three chapters of part 
two give poignant examples of what the field of art therapy 
is all about. Using a family systems approach, Michael Don- 
nelly describes how he helped a boy and his parents, through 
their drawn images, to realize their communication difficul- 
ties and dysfunctional hierarchical structure. Paola Luzzatto, 
in a beautifully written report, shows how she worked with 
patients with drinking problems on issues of withdrawal and 
clinging. For one man, an image of a yellow wall represented 
his Zear of connection with others and the inevitable engulf- 
ment. By experimenting with painting adjacent patches of 
color, omitting the yellow barrier between them, the patient 
came to a firmer sense of his own identity and a lessened fear 
of intimacy. Another patient used the yin-yang symbol in 
working through his symbiotic relationships with his mother 
and with his wife. And Muriel Greenway explains how she 
worked with a 9-year-old boy’s images of “angry houses” 
and twin sailboats to help him and his family confront their 
grief over the boy’s lost twin brother. 

As noted by Anthony Storr in his brief but engaging fore- 
word to this book, the reader is frequently reminded of the 


altered transference-countertransference situation in art ther- 
apy, where the therapist often sits beside the patient to create 
or discuss imagery, eliminating the distance that may exist 
between therapist and patient in many other forms of treat- 
ment. It would have been interesting to have a chapter deal- 
ing more exclusively with how dream imagery is used in art 
therapy, since this is the material that Jung—credited in this 
volume as the founding father of art therapy—frequently 
encouraged his patients to express visually. 

Another dimension of the interpretation of imagery is pre- 
sented in Roger Cardinal’s paper on finding meaning in pre- 
historic rock drawings through the use of anthropology and 
semiotics. Although the images of primitive people may vi- 
sually suggest a tangible referent, Cardinal notes that they 
usually also hold symbolic meaning relating to themes such 
as hunting, warfare, sexuality, death, and religion. Inviting 
the reader to compare these schemata to the images of twen- 
tieth-century artists whose work shares primitivistic qualities 
(e.g., Jean Dubuffet, Joan Miro, and Henri Michaux), Car- 
dinal quotes Miro in reminding us that, “‘it is signs that have 
no exact meaning that provoke the sense of magic.” 


ALISSA HIRSHFELD, A.B. 
JOSEPH J. SCHILDKRADT, M.D. 
Boston, Mass. 


Reprints of Book Forum reviews are not avaiiable. 
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Neuroleptic Malignant Syndrome Associated With 
Withdrawal From Carbamazepine 


Sir: Neuroleptic malignant syndrome has been reported in 
patients taking loxapine (1) and when amantadine has been 
withdrawn from patients taking neuroleptics (2). A case has 
also been reported in a patient taking clozapine and carba- 
mazepine (3). I recently encountered neuroleptic malignant 
syndrome in a patient taking loxapine following withdrawal 
of carbamazepine. 


Mr. A, a 40-year-old Caucasian war veteran in good 
health, had been treated for posttraumatic stress disorder. 
At his last hospitalization he had presented in an agitated 
state with paranoid delusions. A diagnosis of atypical psy- 
chosis was made, and treatment was begun with loxapine, 
250 mg/day, hydroxyzine, 100 mg h.s., and carbamaze- 
pine, 200 mg t.i.d. In outpatient treatment his carbamaze- 
pine was increased to 1000 mg/day, hydroxyzine was dis- 
continued, and imipramine, 150 mg h.s., was added. 

Subsequent examination showed no overt psychosis. 
Examination for movement disorders showed a very slight 
rest tremor in the right hand and occasional choreic move- 
ments in the face. No rigidity was present. Due to lack of 
clear indications, carbamazepine was tapered over a 
4-week period by decreasing the daily dose by 200 mg 
each week. At the end of this taper the patient complained 
of insomnia. Lorazepam, 2 mg h.s., was prescribed. Mr. 
A’s sleep improved. Eleven days after discontinuation of 
carbamazepine, examination showed him to have some 
mild cogwheel rigidity, but he was otherwise normal. 

On the twelfth day after withdrawal of carbamazepine, 
Mr. A became increasingly unresponsive. That afternoon 
his vital signs were temperature, 99.9 °F; pulse, 108 bpm; 
and blood pressure, 190/110 mm Hg. His skin was pale 
and he was grossly diaphoretic. He had marked muscle 
rigidity and a parkinsonian gait. Results of a physical ex- 
amination were otherwise unremarkable. Mr. A’s WBC 
was 12,600 mm? with 79% segmented neutrophils, 14% 
lymphocytes, and 6% metamyelocytes. His chest X-ray 
and ECG were normal. His serum creatine phosphokinase 
level was 983 mUj/ml. A provisional diagnosis of early 
neuroleptic malignant syndrome was made. Loxapine was 
discontinued and benztropine, 2 mg b.i.d., was added. 

The next day Mr. A was more responsive, with reduced 
rigidity, His blood pressure and pulse had normalized, but 
his temperature had increased to 100.8 °F. He continued 
to do well over the next 2 days, with gradual resolution of 
his confusion, rigidity, and fever. 


Although neuroleptic malignant syndrome may occur at 
any time in the course of neuroleptic therapy, in this case 
there was no precipitating illness or change in medication 
other than withdrawal of carbamazepine, except for the ad- 
dition of lorazepam. Lorazepam is unlikely to have caused 
the syndrome, as benzodiazepines have been used to treat 
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mild cases (4). Carbamazevine is knewn to reduce haloper- 
idol serum levels by as much as 50% (5). Although carba- 
mazepine’s effect on loxap_ne serum levels is unknown, it is 
possible that discontinuation of cartemazepine resulted in 
increased loxapine blood levels, precipitating the neuroleptic 
malignant syndrome. The time course of the development of 
the syndrome is consistent with this speculation. 
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Possible Synergistic Anticonvulsant Effect of Propranolol 
and Carbamazepine 


Sir: In animal models, propranolo_ has been shown to 
have an anticonvulsant effect that is synergistic with that of 
carbamazepine (1). This is thought tc be due to propran- 
olol’s membrane-stabilizing, Iccal cenesthetic properties 
rather than its B-receptor-blocking potency (2). To our 
knowledge, there have beem no reports of en anticonvulsant 
effect of propranolol in human beings. We wish to report the 
possible synergism of propranolol and carbamazepine in pre- 
venting complex partial seizures ın a young woman with an 
organic brain syndrome fo lowing head trauma. 


Ms. A was a 21-year-old college student whose head 
had been repeatedly beaten against a car during a criminal 
attack; she had lost consciousness for at least 10 minutes. 
Results of a neurological examination at the time of the 
injury were unremarkable, but over the next several 
months, the patient developed a namber of neurological 
and psychiatric symptoms. Clinicians and family members 
witnessed occasional grand mal seizures as well as more 
frequent complex partial seizures of zwo distinct varieties: 
unresponsive periods with fixed late-al gaze and episodes 
of horrible screaming end a terrified appeararce that 
lasted several minutes, fcllowed by < longer period of de- 
creased responsiveness end no memory of the outburst 
when fully oriented (3, 4). Ms. A became quite aftectively 
labile and had unprovoked viclent cutbursts; during one 
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of these episodes she stabbed her boyfriend with scissors. 
She was frequently hypersexual and was also noted to 
have disorganized and delusional thinking. 

An initial EEG when she was not taking medication was 
normal, and three subsequent EEGs when she was taking 
medication were notable primarily for generalized slow- 
ing. CT and magnetic resonance imaging revealed minimal 
asymmetry of temporal horn size, the right being greater 
than the left, but both scans were otherwise unremarkable. 
Neuropsychological testing was performed on three sepa- 
rate occasions over a 5-year period and each time revealed 
diffuse cerebral dysfunction. 

Over the course of several prolonged hospitalizations, 
Ms. A’s condition was stabilized with a combination of 
fluphenazine, 5 mg b.i.d.; benztropine, 1 mg b.i.d.; lithium 
carbonate, 600 mg b.i.d.; carbamazepine, 400 mg b.i.d.; 
and propranolol, 120 mg b.i.d. Carbamazepine levels were 
in the range of S~8 ug/ml, and the patient was without 
clinical seizures or violent episodes for 8 months. 

However, because of her hypercholesterolemia, an at- 
tempt was made to taper Ms. A’s dose of propranolol. 
This was done over a 2-week period without evidence of 
rebound hypertension while she was in the hospital. Co- 
incident with discontinuation of propranolol, she again 
began to manifest at least daily complex partial seizures. 
An EEG done during this period revealed only generalized 
slowing. The seizures persisted despite an increase in her 
carbamazepine level to between 10 and 14 ug/ml, achieved 
by increasing the dose to 600 mg t.i.d. She was restarted 
on propranolol, 120 mg b.i.d., and her condition stabilized 
azain over the course of 3 days. She has remained seizure 
free over the subsequent month and has been able to 
resume taking carbamazepine twice a day. 


We believe that in this patient, the combination of pro- 
pranolol and carbamazepine may have produced a synergis- 
tic anticonvulsant effect. While it is possible that these med- 
ications did not exert their effects on seizure activity, our 
clinical observations suggest that they did. This may be of 
relevance to the treatment of some patients with posttrau- 
matic organic brain syndromes or refractory seizure disor- 


ders (5). 
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Phenobarbital as an Adjunct for Alprazolam Withdrawal 


Sir: Benzodiazepine withdrawal symptoms have been well 
documented. Noyes et al. (1) reviewed discontinuation stud- 
ies of persons receiving short- or long-term benzodiazepine 
therapy. Withdrawal symptoms were noted in six of nine 
short-term studies and in seven of nine long-term studies. 

Alprazolam withdrawal can be problematic. A multicenter 
trial of alprazolam for panic disorder and agoraphobia (2) 
described withdrawal symptoms in 35% of the subjects. Ta- 
pering the dose of alprazolam may take up to 8 weeks (2). 
Clonazepam (3) and clonidine (4) have been used to provide 
a safer withdrawal regimen. 

Phenobarbital is cross-tolerant with ethyl alcohol and the 
sedative hypnotic agents (5). We report two cases of success- 
ful alprazolam withdrawal with the use of phenobarbital. 


Ms. A, a 51-year-old woman, had a 3-year history of 
migraine-like headaches attributed to the onset of fibro- 
myositis and had been treated for 3 years with alprazolam, 
13 mg/day, and doxepin, 100 mg at bedtime. She was 
hospitalized for alprazolam withdrawal. She was placed 
on a regimen of alprazolam, 11 mg/day, on hospital day 2, 
along with phenobarbital, 120 mg/day. The alprazolam 
was tapered by means of a 2-mg decrease every third dav; 
the last dose was given on hospital day 24. She was pre- 
scribed phenobarbital, 90 mg/day for days 2 through 25, 
60 mg/day for days 26 and 27, and 30 mg/day for days 28 
and 29, Doxepin, 100 mg, was continued throughout the 
hospital stay. Her vital signs remained stable, and she ex- 
hibited no signs or symptoms of withdrawal. She was dis- 
charged from the hospital on day 30. 


Ms. B, a 33-year-old woman, had a 1-year history of 
back pain. She was prescribed alprazolam and a combina- 
tion of propoxyphene, 100 mg, and acetaminophen, 650 
mg. She gradually increased the alprazolam to 15—20 mg/ 
day and the propoxyphene-acetaminophen to 20-30 tab- 
lets/day. She was hospitalized for supervised withdrawal, 
as she was abusing her prescription drugs. Opioid with- 
drawal was treated with clonidine, 0.1 mg on hospital day 
1, 0.2 mg on day 2, 0.3 mg on day 3, and 0.2 mg on day 
4. Alprazolam was tapered as follows: 8 mg on day 1, 12 
mg on days 2 and 3, 9 mg on days 5 through 10, 7.5 mg 
on days 11 through 13, 4.5 mg on days 14 through 16, 3 
mg on days 17 through 19, 1.5 mg on days 20 through 22, 
1 mg on day 23, and 0.5 mg on day 24. The phenobarbital 
regimen was 120 mg on days 1 through 19, an increase to 
180 mg on days 20 through 22 due to the patient’s report 
of mild withdrawal symptoms, and 90 mg on days 23 and 
24. She left the hospital on the 25th day because her hus- 
band was arrested and she needed to go home to care for 
her children. 


Both patients had been started on alprazolam for legiti- 
mate medical illnesses. Alprazolam was increased for the first 
patient by her physician in an attempt to control her head- 
aches. Alprazolam withdrawal was accomplished in 30 days 
with the use of phenobarbital. The patient had an uneventful 
hospital course. 

The second patient increased her doses of alprazolam and 
propoxyphene-acetaminophen. When she developed with- 
drawal symptoms on day 20, an increase in the phenobar- 
bital dose led to relief of her symptoms. 

Psychiatrists will need to develop and implement strategies 
to detoxify patients from psychoactive substances in a safe, 
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timely manner. Phenobarbital appears to have promise in deal- 
ing with the complex problem of alprazolam withdrawal. 
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Survivable Fluvoxamine Overdose 


Str: Fluvoxamine is a compound in the series of 2-amino- 
ethyloximethers of aralkylketones that inhibits neuronal re- 
uptake of serotonin without noradrenergic, monoamine ox- 
idase, amphetamine, or anticholinergic effect. Metabolism is 
by oxidation of the methoxyl group. The mean plasma half- 
life is 15 hours after a single dose in healthy volunteers (1). 
Fluvoxamine is structurally similar to fluoxetine, another se- 
rotonergic antidepressant. Neither agent causes arrhythmias, 
the usual cause of death after tricyclic overdose. 

In patients taking this drug, no clinically important 
changes in heart rate or blood pressure have been observed. 
Nausea, constipation, and somnolence are the usual symp- 
toms that emerge. The drug is currently marketed in several 
European countries and is under clinical investigation in the 
United States. 

Two cases of massive overdose of fluvoxamine alone (4.8 
g and 3.0 g) have been reported (unpublished); both patients 
fully recovered. There were no abnormal laboratory or ECG 
findings in these cases (1). A third patient ingested 5.0 g of 
fluvoxamine plus bromazepam, Imodium, and whiskey. She 
had convulsions and recovered. Another elderly woman in- 
gested 3.0 g of fluvoxamine, 60 oxazepam tablets, and 30 
temazepam tablets, which resulted in CNS but not cardio- 
vascular death (1). I would like to report a case of my own in 
which a patient took an overdose of fluvoxamine. 


Ms. A, a 31-year-old woman with cyclic hypomania and 
depression (bipolar II), began a blind trial of placebo, de- 
sipramine, or fluvoxamine. During placebo washout, irri- 
tability, agitation, and insomnia were noted, but the study 
medication was increased to 150 mg/day, with timely re- 
mission of depressive symptoms. Six months later, this 
pazient impulsively took 4.8 g of fluvoxamine, 0.75 g of 
amitriptyline, and 7 g of naproxen. Lavage 1 hour later 
produced return of pill fragments. She was monitored in 
an intensive care unit and showed no evidence of arrhyth- 
mia. She was dystaxic and somnolent, but she never lost 
consciousness and she noted marked anticholinergic symp- 
toms from the amitriptyline. She suffered a ruptured cecal 
diverticulum and required a hemicolectomy. 
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Fluvoxamine was stopped. One month after the over- 
dose, Ms. A exhibited fast speech, mild euphoria, extreme 
insomnia, increased enezgy, marked mood lability, pres- 
sure of speech, and hypergraphia. his episode was much 
more severe than her hypomanic episodes before fluvoxa- 
mine use. Administration of lithium carzonate led to eu- 
thymic mood in a few weeks. 


Fluvoxamine may be capable of precipitating mania, as 1s 
the analogue fluoxetine (2—4). Perse e- al. ($) reported mania 
in a woman with obsessive-compulsive disorder and bipolar 
affective disorder who was treated wta fluvoxamine. Inves- 
tigators should be aware of the poten-ial switch effect of this 
drug, which, like fluoxetine, appear: nonlethal in massive 
overdose. 
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Bupropion and Delirium 


Sır: Bupropion, an antidepressant with a favorable side 
effect profile, has recently become availatle. Psychosis has 
been associated with bup-opior. (1). particularly at doses 
greater than 450 mg/day. The psychosis is most likely due 
to the drug’s dopamine-reuptake-blocking activity, and cau- 
tion is advised when using L-dopa with Lupropion (Physi- 
cians’ Desk Reference). We report the appearance of acute 
delirium associated with concurrent tse ct bupropion and 
amantadine. 


Mtr. A, a 75-year-old man with mcderéte idiopathic par- 
kinsonism (for which h2 was treeted with amantadine), 
developed depressive symptoms and paranoid ideation 18 
months before hospitalization. His paranoia was refrac- 
tory to haloperidol, and he could rot tolerate tricyclic an- 
tidepressants. Daily function was good despite these prob- 
lems until 6 months before hos talization, when his 
condition worsened, prcempting admission. 

On admission, Mr. A complained of depressed mood 
and displayed vegetative symptoms, psychomotor retarda- 
tion, and nihilistic delusions. Resu-ts of a physical exam- 
ination were unremarkable; nevrological examination 
showed significant rigicity, festinating gait, anc resting 
tremor. Findings of a laboratory e~cluation were normal. 
ECT was initiated after a pretreatment work-up revealed 
no contraindications. Seven biweell- uni_ateral (rondom- 
inant) ECTs resulted in marked im>rovement of the de- 
pressive and parkinsonian symptoys; no significant con- 
fusion or memory changes were noted. After ECT, 
bupropion, 75 mg b.i.d, was adced; other medications 
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(haloperidol, 2 mg/day; amantadine, 300 mg/day; benz- 
tropine, 2 mg/day) remained unchanged. After a cumula- 
tive bupropion dose of 450 mg over 72 hours, Mr. A 
became disoriented and agitated, with visual and auditory 
hallucinations, impaired attention and memory, and a 
fluctuating level of awareness. His gait was unsteady, re- 
sulting in a fall. Bupropion was discontinued, but the other 
medications were unchanged. Neurological examination 
revealed impaired cerebellar function, including dysdiad- 
ochokinesia, dysmetria, and positive Romberg’s sign. An 
EEG demonstrated only diffuse bilateral slow wave activ- 
itv. Laboratory measures and a head CT scan were unre- 
eee The patient’s delirium resolved over the next 4 
ays. 


Agitation, disorientation, impaired attention, hallucina- 
tions, and acute loss of cerebellar function with EEG changes 
indicative of encephalopathy clearly define delirium. These 
symptoms began with the initiation of bupropion and re- 
solved when it.was discontinued. Cerebellar dysfunction has 
been associated with bupropion (according to the package 
insert), but there have been no reports of delirium. One ex- 
planation for the delirium is synergism between bupropion 
and amantadine. Bupropion inhibits dopamine reuptake; 
amantadine facilitates release of presynaptic dopamine. To- 
gether they may cause dopaminergic overdrive (despite the 
use of a competitive inhibitor such as haloperidol), with sub- 
sequent delirium. In addition, anticholinergic agents (e.g., 
benztropine) may further enhance dopaminergic transmis- 
sion or cause delirium on their own. Last, pharmacokinetic 
interactions between bupropion and amantadine or benz- 
tropine could have produced elevated serum levels of these 
agents, resulting in delirium. 

Bupropion’s favorable side effect profile makes it appeal- 
ing in treating elderly depressed individuals. However, this 
same population also frequently suffers from parkinsonism 
and is often treated with dopaminergic agents; their combi- 
nation with bupropion may result in delirium. We suggest 
caution in the concurrent use of bupropion and dopamine 
agonists, even at the lowest doses. 
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Therapeutic Drug Monitoring of Bupropion 


Sir: Therapeutic drug monitoring is an accepted tool in 
practice and is readily available from commercial laborato- 
ries. Given its availability and its usefulness for some classes 
of antidepressants, there is a tendency to rely on therapeutic 
drug monitoring for new antidepressants before it has been 
adecuately tested. Such is the case with bupropion, first of a 
new class (aminoketones). 

There have been three studies relating plasma concentra- 
tions of bupropion alone jone with 61 subjects [1] and one 
with 15 subjects [Preskorn et al., unpublished]) or with its 
metabolites (10 subjects 2]) to its antidepressant effects; 
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however, they have limitations. In the first two studies, max- 
imum response was observed at trough bupropion concen- 
trations under 190 ng/ml. A similar trend was observed by 
Golden et al. (2), but it did not reach statistical significance, 
perhaps because of the small sample size. The latter study did 
report that high plasma levels of the metabolites, particularly 
hydroxybupropion,. were associated with less antidepressant 
response. Still, reliance on therapeutic drug monitoring to 
guide bupropion dose adjustment is premature and poten- 
tially dangerous for, the following reasons. 

Bupropion is extensively metabolized to pharmacologi- 
cally active metzbolites. As reflected by changes in plasma 
concentration, the half-life (time required to eliminate one- 
half of the amount of drug in the body) of bupropion has two 
components: an alpha (disposition) half-life of 114 hours and 
a beta (elimination) half-life of 4—24 hours (3). In contrast, 
half-lives for the metabolites can be as long as 43 hours. 
While bupropion plasma concentration may be high 1—4 
hours after a dose, it can fall by 75% over the next 4 hours. 
In contrast, metabolites reach concentrations more than 10 
times that of bupropion and remain high over the entire 
dosing interval. After a dose adjustment, bupropion will 
achieve steady state in 3—5 days, while metabolites may take 
10 days. 

These facts raise the question of when plasma should be 
sampled in relation to duration of therapy and time of dose, 
since the relative contributions of bupropion and its metab- 
olites to efficacy and safety are unknown. For seizure, the 
principal safety concern with bupropion, there is a correla- 
tion with bupropion dose, but there are insufficient data to 
correlate seizure risk with bupropion or metabolite plasma 
levels (4). 

Furthermore, reliable assays for bupropion and its metab- 
olites exist, but they are complicated. Results may vary de- 
pending on the capability of the laboratory employed. Also, 
bupropion is unstable in plasma (5). More experience is 
needed in transferring these assays from the experimental to 
the reference laboratory. 

The goal of therapeutic drug monitoring is to improve 
efficacy and reduce toxicity. Given the paucity of informa- 
tion, reliance on monitoring of bupropion to accomplish this 
goal is not feasible. We are concerned that use of therapeutic 
drug monitoring for bupropion might lead clinicians to ad- 
just the dose inappropriately or even raise the dose above 
450 mg/day, which is not recommended. Until definitive in- 
formation is available, the value of therapeutic drug moni- 
toring for bupropion in practice is limited (perhaps, it should 
be used solely as a compliance check) and must be cautiously 
employed. 
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Concept of Psychological Trauma 


Sir: We believe that the following, on the origin of the 
concept of psychological trauma, may be of interest to the 
readers of the Journal. 

The concept of psychological trauma has taxed the best 
psychiatric minds since the late nineteenth century. It is 
widely believed to have originated with Breuer and Freud (1), 
but as with the concept of the unconscious, psychological 
trauma had earlier antecedents. We feel it is worth mention- 
ing them because of their continuing relevance for the nosol- 
ogy of posttraumatic stress disorder. 

The nineteenth-century French psychiatrist Janet (2) saw 
psychic trauma as crucially mediated by vivid or “vehement” 
emotions. These were further prompted by traumatic mem- 
ories and exerted a disintegrating effect on the mind (3). The 
first to introduce the term “psychic trauma,” however, was 
the German neurologist Albert Eulenburg in 1878 (4, p. 
589). He believed that “psychic shock,” in the form of sud- 
den vehement emotions such as terror or anger, could better 
be called psychic trauma. He regarded this “sudden action 
of vehement emotions” as an actual molecular concussion 
of the brain, which he likened to the commotio cerebri 
postulated in physical trauma. Since then, other German 
physicians have also equated the concepts of psychic shock 
and psychic trauma (5). It is only recently, however, that 
these ideas regarding the molecular basis of posttraumatic 
stress disorders have begun to find a basis in scientific fact 
rather than fancy, as exemplified in research on trauma and 
neurotransmitters. 


REFERENCES 


1. Breuer J, Freud S: Studies on Hysteria (1895 [1893~1895]): 
Complete Psychological Works, standard ed, vol 2. London, 
Hogarth Press, 1955 

2. Janet P: L’automatisme psychologique: essai de psychologie ex- 
périmentale sur les formes inférieures de l’activité humaine. 
Paris, Felix Alcan, 1889; Paris, Société Pierre Janet/Payot, 1973 

3. van der Kolk BA, van der Hart O: Pierre Janet and the break- 
down of adaptation in psychological trauma. Am J Psychiatry 
1989; 146:1530-1540 

4. Eulenburg A: Lehrbuch der Nervenkrankheiten, vols 1, 2. Ber- 
lin, August Hirschwald, 1878 

5. Groeningen GH: Ueber den Shock. Wiesbaden, JF Bergmann, 
1885 


ONNO VAN DER HART, PH.D. 
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East Preston, Victoria, Australia 


Limitations of Fluoxetine 


Sir: I wish to report an increasingly common but under- 
appreciated phenomenon seen with the antidepressant flu- 
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oxetine. This phenomenon typically eppea~s in patients who 
have recently heard about fluoxetine from a television talk 
show, from the lay press, as in the recen: cover story in 
Newsweek (1), or from a friend who heard about the med- 
ication from one of these two sources. Tyrically, the patient 
has a long history of dysphoria and interpersonal difficulties 
and has several psychosoc:al stressors. The patient comes to 
the clinic and asks for “Prozac” by name. Tnere is an expec- 
tation, spread about by tke sources I have named, that flu- 
oxetine is a wonder drug, devoid of side effects, which will 
make one into a new person. Curiously, when fluoxetine is 
indicated and prescribed, after it begins +o exert its thera- 
peutic effects, many patierts realize that tte medication will 
not change the problems in their lives. They realize, for ex- 
ample, that they will need to find jobs, tha: -hey will have to 
make efforts to change tkeir attitudes toward people, that 
they will have to treat their spouses decently, that their “‘de- 
pression” was not the rooz cause of their elcohol abuse, etc. 
Increasing the dose of fluoxetine does not eppear to improve 
the increased dysphoria that accompanies -hese realizations. 
(One might speculate that this medication -mparts a measure 
of insight.) 

Happily, in our clinic we have happened upon a somewhat 
novel approach to this phenomenon: psychotherapy. Admit- 
tedly, we have had to resort to techniques regarded as “un- 
scientific” by some leaders in the field (2), but we have found 
this approach to be of tremendous help. 

Like others, we have seen same patierts who have had 
excellent responses to fluoxetine, just as we have seen this 
with other antidepressants. Caution is urged for those pre- 
scribing fluoxetine; they snould be on the alert for this par- 
adoxical phenomenon. 
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ROBERT HIERHOLZER, M.D. 
Fresno, Calif. 


Fluoxetine and Suicidal Iceation 


SIR: In a recent article, Martin H. Teicher, M.D., Ph.D., 
and colleagues (1) presented six case reports of patients who 
experienced increased suicidal ideation ccincident with flu- 
oxetine treatment. While acknowledging -hat this occurred 
in a “small minority” of their patients, they commented that 
“the purpose of this report is tc: suggest the surprising pos- 
sibility that fluoxetine may induce suicida. ideation.” In my 
opinion, this is not well substantiated anc may introduce a 
medical-legal precedent. 

Tricyclic antidepressants and monoami-e oxidase inhibi- 
tors (MAOIs) lack receptor specificity. These side effects (2) 
limit dose titration, patient compliance, and safety in somatic 
disease (e.g., cardiac disease) and represent a major concern 
about overdosage. In contrast, second-generation antidepres- 
sants are equally effective, are usually well tolerated, and 
exhibit a favorable therapeutic index. While any new treat- 
ment modality merits vigilance tor unexpected sequelae, we 
should not lose sight of its beneficial addition to our thera- 
peutic armamentarium (3). 
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One ts struck by the multifaceted nature of each of the six 
repo-ted cases (e.g., from EEG instability to borderline per- 
sonality with atypical mood features). For this group of pa- 
tients, impulsive behavior and refractory pharmacologic his- 
tories were the rule. Each patient had a history of suicidal 
ideation, and three had made suicidal gestures. The critical 
reader assumes that their medications were changed to flu- 
oxetine because of worsening of mood. The concomitant 
medications (e.g., benzodiazepines) also confound analysis. 
In each case fluoxetine was not effective. In drug-refractory 
depression, enhanced vigilance for suicidal ideation is uni- 
versally recommended, The response to MAOIs is not sur- 
prising, as the patients’ profiles suggest superior outcome 
with them. The authors commented that “all [patients] were 
hopeful and optimistic” before taking fluoxetine. However, 
the case vignettes were net convincing in this respect. For 
example, in case 4, “before treatment with fluoxetine, Ms. D 
had relapsed into major depression” with “hypersomnia, so- 
cial withdrawal, irritability, and psychomotor retardation.” 

The authors correctly pointed out that serotonin has a 
modulatory role in violent, suicidal, and obsessional behav- 
ior, and fluoxetine is “a potent and selective serotonergic 
reuptake inhibitor.” The extreme complexity of the seroto- 
nin receptor system provices a theoretical framework for 
paradoxical reactions. However, the burden of proof is on 
controlled prospective studies. In the majority of patients, 
fluoxetine is both an effective antidepressant and a promising 
antiobsessional drug (4). Muijen et al. (5) compared fluox- 
etine, mianserin, and placebo in 52 patients with major de- 
pression according to the Research Diagnostic Criteria. Flu- 
oxetine was associated with clinical improvement and no 
emerzent suicidal tendencies. 

In conclusion, the theory proposed by Dr. Teicher and 
associates is interesting, albeit preliminary and potentially 
counterproductive. The literature and clinical experience 
with fluoxetine do not support intense iatrogenic suicidal 
preoccupation in “3.5% of patients receiving fluoxetine.” 
The authors advised clinicians to “query patients carefully 
about suicidal ideation, particularly if they are not respond- 
ing well to treatment” (fluoxetine). Such advice is sage for all 
of us dealing with any depressed patient receiving any treat- 
ment modality. Inherent in the treatment process is informed 
consent, i.e., a relative risk->enefit analysis. The authors’ in- 
ference that this drug should be used cautiously must be 
given critical review. Fluoxetine is, and likely will remain, a 
first- and/or second-line treatment of choice for major de- 
pressive disorder across a wide variety of patients. Even in 
the patient with suicidal ideation, we cannot lose sight of the 
inherent morbidity/mortality that follows tricyclic poisoning. 
Ongoing monitoring of suicidal potential is a cardinal point 
with any antidepressant. 


REFERENCES 


1. Teicher MH, Glod C, Cale JO: Emergence of intense suicidal 
preoccupation during flucxetine treatment. Am J Psychiatry 
1990; 147:207—210 

2. Blackwell B: Antidepressant drugs: side effects and compliance. 
J Clin Psychiatry 1982; 43(11, section 2):14-21 

3. Blackwell B: Newer antidepressant drugs, in Psychopharmacol- 
ogy: The Third Generatior. of Progress. Edited by Meltzer HY. 
New York, Raven Fress, 1987 

4. Wernicke JF: The side effect profile and safety of fluoxetine. J 
Clin Psychiatry 1985; 46(3, section 2):59-67 

5. Muijen M, Roy D, Silverstone T, et al: A comparative clinical 


1692 


trial of fluoxetine, mianserin and placebo in depressed outpa- 
tients. Acta Psychiatr Scand 1988; 78:384~-390 


GARY D. TOLLEFSON, M.D., PH.D. 
St. Paul, Minn. 


Dr. Teicher and Associates Reply 


Sir: Dr. Tollefson expresses his opinion that our hypoth- 
esized association between fluoxetine and emergence of sui- 
cidal ideation is not well substantiated by our cases or by the 
literature and that our report is potentially counterproduc- 
tive and may introduce a medical-legal precedent. First, from 
our perspective these cases were convincing. These patients 
had previously been treated with a large array of agents and 
medication combinations. At no other time had they devel- 
oped such severe, unrelenting, and obsessive suicidal idea- 
tion. There was a very clear organic flavor to their apparent 
thought disorder, and this state eventually remitted in all cases 
after fluoxetine was discontinued and has not reemerged in 
four of the five patients that we continued to follow. Curi- 
ously, a similar suicidal state did emerge in one of these 
patients who was subsequently treated with clomipramine. 

Second, support for our hypothesis is emerging in the lit- 
erature. Fava and Rosenbaum (1) recently presented data on 
the emergence of suicidal ideation in 1,017 patients treated 
with a variety of antidepressants. In the patients without 
suicidal thoughts prior to treatment, suicidal ideation 
emerged in 3.5% during treatment with fluoxetine, in 6.5% 
during treatment with fluoxetine and a tricyclic, in 1% dur- 
ing treatment with tricyclics or a tricyclic and lithium, and in 
0% during treatment with MAOIs. Thus, we continue to 
suggest that fluoxetine may induce suicidal ideation. 

We are concerned by Dr. Tollefson’s comment that our 
report may be potentially counterproductive and may intro- 
duce a medical-legal precedent. He appears to be arguing 
that we should not have published this report because our 
findings were preliminary, because fluoxetine is a highly se- 
lective drug with a low index of lethality, and because on- 
going monitoring of suicidal potential is already a cardinal 
point in the treatment with antidepressants of any patient. 
These arguments are only superficially true and wither on 
deep reflection. First, the presumed neurochemical selectivity 
of fluoxetine is illusory. Yes, this agent binds specifically to 
the serotonin uptake port, but in doing so it affects serotonin 
turnover and postsynaptic receptors located on other neuro- 
transmitter systems. The net effect is alterations in a number 
of neurotransmitters, including dopamine (2) and norepi- 
nephrine (3). 

Second, is ongoing monitoring for suicidal potential really 
a cardinal point in the treatment of amy patient with any 
antidepressant? We doubt that most nondepressed patients 
treated with antidepressants for obsessive-compulsive disor- 
der, generalized anxiety, late luteal phase dysphoric disorder, 
attention-deficit hyperactivity disorder, Tourette’s disorder, 
enuresis, migraine headaches, or weight control receive care- 
ful ongoing monitoring for the emergence of suicidal ide- 
ation. We are also concerned that the favorable therapeutic 
index of fluoxetine may lead to the increased use of this drug 
in patients with milder depressive diatheses who in the past 
may not have received antidepressant treatment, and many 
will undoubtedly be treated by nonpsychiatric physicians. 
We do not necessarily believe that these mildly depressed, 
nonsuicidal, low-risk patients will be carefully monitored for 
emergence of suicidal ideation, and the simple dosing strat- 
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egy and low initial side effect profile of fluoxetine may inad- 
vertently result in less frequent visits and less careful moni- 
toring. We have now received information about the suicides 
of 10 patients. We are following up on these leads, but so far 
it appears that eight patients were at relatively low risk (e.g., 
were not affectively ill or had their first episode of mild to 
moderate outpatient depression although they had an intact 
family, a career, and ongoing treatment) before starting flu- 
oxetine. We thus continue to urge caution in the use of this 
agent and suggest that patients be informed about this pos- 
sible hazard. 

There are three fundamental missions of academic medi- 
cine that prompted us to publish this preliminary report. 
These guiding principles are devotion to patient care, re- 
search, and teaching. The possibility that fluoxetine may pro- 
duce a potentially life-threatening side effect made publica- 
tion a necessity, as primum non nocere takes precedence over 
medical-legal concerns. Furthermore, research and discovery 
in psychiatry are highly interdependent and lengthy endeav- 
ors. The value of case vignettes is often to suggest a surpris- 
ing new possibility. The success of a report lies in its ability 
to stimulate new research and to open our eyes to a new 
paradigm, so that eventually the truth may be learned. We 
believe that in this regard our report has been productive. It 
has stimulated fruitful debate and generated new research. 
Along with other reports (1, 4, 5) it introduces the concept of 
antidepressant-induced suicidal ideation. We think that this 
is a real phenomenon, but we lack definitive evidence. Rather 
than burying our heads in the sand to await further proof, we 
felt it important to risk being wrong and to tolerate criticism 
by our colleagues, in order to elicit their aid in researching 
this >ossibility both quickly and effectively. 
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Cessation of Menses Due to Perphenazine Rather Than 
Fluoxetine? 


Str: With reference to the recent letter to the Editor “Re- 
appearance of Menses in a Patient Taking Fluoxetine” by 
David V. Forrest, M.D. (1), there is an alternative explana- 
tion for the reappearance of menses in that patient based on 
the data provided in the report. The cessation of menses 
seems to have been due to perphenazine. While the author 
implied that fluoxetine was responsible for the reappearance 
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of menses, a simpler explanation is that it was due to dis- 
continuation of perphenazine. As the case report indicated, 
perphenazine had been discontinued “hen the patient started 
taking fluoxetine. This alternative inrerence is further sup- 
ported by the fact that the patient's menses ceased again 
when she resumed taking perphenazime while continuing to 
take fluoxetine, and the menses reappeared when she 
stopped the perphenazine. 

The report does serve the importan: function of alerting cli- 
nicians to keep in mind that changes in menstrual function may 
be due zo psychotropic medications or their discontinuance. 
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Dr. Forrest Replies 


Sir: [ agree with Dr. Viswanatham and associates. The 
patients menses were suppressed when she was taking a 
phenothiazine (perphenazine) with aad without the tricyclic 
(doxepin). When she was taking fluoxetine alone, the menses 
reappeared, whether or not they also would have appeared 
when she was taking no medication. My original report was 
entitled “Fluoxetine Flux’ and noted that diarrhea, as well 
as menorrhea, appeared with the swi:ch to fluoxetine. The 
diarrhea may have been caused by tke decreased anticholin- 
ergic effect when perphenazine and doxepin were stopped, 
but also by the direct serotonergic action of fluoxetine on the 
gut. Fluoxetine also may not act pure-y on the serotonergic 
system and may indirectly medicte inkibition of dopaminer- 
gic neurotransmission (1, 2) with horrronal effects (3—5) that 
may affect the menses. 
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DAVID V. FORREST, M.D. 
New York, N.Y. 


Clozapine-Induced Weight Gain 


Sir: We were pleased to see Seth Cchen, M.D., and asso- 
ciates’ report on weight gain associated with clozapine in six 
of sever. schizophrenic patients {1)—tnris despite a -eported 
incidence of weight gain in less than 1% cf 13,000 patients 
worldwide who had been treated witt. clozapine (2). How- 
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ever, their claim that this is the first report in the literature is 
not entirely accurate, Norris and Israelstam (3) reported that 
nine of 13 adolescent patients had experienced ‘“‘an enor- 
mous and persistent increase in appetite, resulting in day- 
long compulsive eating.” They reported weight gain of 10 to 
20 kg within a period of 2 months of treatment. 

This is a phenomenon we also have observed in a group of 
chronically mentally ill patients treated with this agent. We 
treated 21 patients with chronic psychosis and/or tardive 
dyskinesia and found that 14 (67%) gained >5% of their 
body weight at the time of starting clozapine, and eight 
(38%) gained >10% of their body weight. Some patients 
gained as much as one-third of their body weight and 50 |b. 
In our group, weight gain was significantly associated with 
improvement, as reflected by changes in total Brief Psychiat- 
ric Rating Scale (BPRS) scores, and with improvement in 
BPRS negative symptom subscales as selected by Kane et al. 
(4). We feel that clozapine-induced weight gain needs further 
study in light of the potential medical consequences of this 
problem and the possible insights into the neurobiology of 
schizophrenia that might be provided. 
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ROBERT A. LEADBETTER, M.D. 
VICTOR VIEWEG, M.D. 
Staunton, Va. 


Sie: The report of weight gain associated with the use of 
clozapine is of great interest. Recently, we reviewed the cases 
of five of seven patients treated with clozapine in the com- 
passionate-use research phase. The average weight gained by 
these patients was 20.9 Ib. 

In researching the issue of weight gain associated with 
neuroleptics, we were able to locate several articles that re- 
ported similar weight increases in patients treated with cloz- 
apine. Simpson and Varga (1) reported an average weight 
gain of 9 lb, in comparison to a weight loss in placebo- 
treated patients. Povisen et al. (2) reported that 12.9% of the 
patients treated with clozapine alone in their study had 
weignt gain as a side effect. Lindström (3) reported that 
weight gain was a common but mild side effect. In their 
review, Bablenis et al. (4) reported weight gains of up to 24 
kg per person during treatment with clozapine. The weight 
gain associated with clozapine treatment reported by Dr. 
Cohen and associates is well reported in medical literature. 

The fact that weight gain is a side effect of neuroleptic 
treatment is well-known. The association of this side effect of 
neuroleptics with different mechanisms of action would ap- 
pear to be a subject for further discussion. 


REFERENCES 


1. Sampson GM, Varga E: Clozapine: a new and unusual antipsy- 
chotic agent. Psychopharmacol Bull 1975; 11:14-15 
2. Fovlsen UJ, Noring U, Fog R, et al: Tolerability and therapeutic 


1694 


effect of clozapine. Acta Psychiatr Scand 1985; 71:176~185 

3. Lindström LH: The effect of long-term treatment with clozapine 
in schizophrenia: a retrospective study in 96 patients treated 
with clozapine for:up to 13 years. Acta Psychiatr Scand 1988; 
77:524—529 

4, Bablenis E, Weber SS, Wagner RL: Clozapine: a novel antipsy- 
chotic agent. DICP 1989; 23(2):109-115 


W.H. CARSON, M.D. 
R.A. FORBES, B.A. 
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Dr. Cohen and Associates Reply 


Sir: We appreciate the letters of Drs. Leadbetter and 
Vieweg and Dr. Carson and Mr. Forbes reporting the large 
percentage of clozapine-treated patients who gained weight. 
The literature thev cite noted this side effect as early as 1975. 
However, in each case the weight gain was peripheral to 
some other central issue related to clozapine. In fact, since we 
submitted our manuscript, additional reports of weight gain 
associated with clozapine have been published by Lindström 
(1) and others. It has been noted previously that excessive 
weight gain associated with the use of antipsychotics may 
lead to noncompliance and a consequent return of psychotic 
symptoms (2). It was our intention to publish our experience 
with weight gain as a primary focus, since the attention until 
now, in terms of clozapine side effects, has been devoted to 
agranulocytosis and seizures. With an increased awareness of 
weight gain and compliance issues, it is our hope that clini- 
cians can assist as many appropriate patients as possible to 
derive full therapeutic benefit from clozapine. 

Both letters allude to the additional insights that study of 
weight gain with a novel agent might provide. Focusing on 
the serotonin S, blockade of clozapine and knowledge that 
the serotonin precursor tryptophan, the serotonin receptor 
stimulant fenfluramine, and the serotonin reuptake inhibitor 
fluoxetine are all capable of inhibiting weight gain, we gave 
1—3 g of L-tryptophan daily to each of our patients and 
found that it had no effect on their weight gain. We agree 
that further study could add to our knowledge of the patho- 
physiology of schizophrenia. 
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SETH COHEN, M.D. 

JOHN CHILES, M.D. 

AMY MACNAUGHTON, R.N., B.S.N. 
Seattle, Wash. 


Differential Diagnosis and Treatment of Dementia 


Sır: The study by George S. Zubenko, M.D., Ph.D. (1) 
showing “‘that determinations of the progression of illness 
did not distinguish patients with primary degenerative de- 
mentia of the Alzheimer type from those with multi-infarct 
dementia” is further evidence of the difficulty of differenti- 
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ating before death these two important causes of dementia. 
Alzheimer’s original paper also adds to this problem, as his 
patient had a fluctuating course and some focal symptoms, 
both of which are usually associated with multi-infarct 
dementia. 

This difficulty in diagnosis was also mentioned by Perry 
and Markowitz (2), who noted that some types of multi- 
infarct dementia have an insidious onset and cannot be dis- 
tinguished from Alzheimer’s disease. These authors also 
mentioned, without giving references, the use of anticoagu- 
lant therapy as an alternative treatment for multi-infarct de- 
mentia. The theoretical value of anticoagulant therapy for 
multi-infarct dementia is very appealing, as it is logical to 
prevent an infarct by preventing its usual cause, the clotting 
of blood. Therefore, it would seem that the patient should be 
given the benefit of the doubt and offered a 4-month trial of 
anticoagulant therapy before being given up as having the 
hopeless Alzheimer’s disease rather than a potentially treat- 
able multi-infarct dementia. I feel that this is particularly so, 
because I have reported two patients diagnosed as having 
“presenile dementia” who responded well to an anticoagu- 
lant; one of them was later actually diagnosed at autopsy as 
having Alzheimer’s disease (3). We should also remember 
that the two conditions may coexist, and lessening the cere- 
brovascular insufficiency with an anticoagulant could be 
quite beneficial. 

In addition to my own frequent findings over the past 25 
years of the lasting benefits of anticoagulant therapy in de- 
mentia (4), a controlled study by Ratner et al. (5), based on 
my published studies, demonstrated that not only did the 
anticoagulant prevent the progress of dementia in their pa- 
tients, but it was safe, with no complications over the 1-year 
period of their study. I think their results would have been 
even better if they had added more psychiatric rehabilitative 
care to their program. 

A recent literature search by the American Medical Asso- 
ciation and the Menninger library services failed to reveal 
any studies showing that anticoagulant therapy was either 
unsafe or ineffective in dementia, so the only published stud- 
ies are positive. All this seems to make it mandatory for the 
physician, when seeking informed consent from a dementia 
patient, to mention the possible inclusion of anticoagulant 
therapy in the treatment plan. Klerman (6) pointed out “the 
patient’s right to effective treatment” and the psychiatrist’s 
“responsibility to provide information as to alternative treat- 
ments” if the patient is not responding to present therapy. 

As far as dementia of the multi-infarct or Alzheimer type is 
concerned, judging from the medical literature, anticoagu- 
lant therapy is the only reported potentially effective treat- 
ment. Besides many case reports, there has been one con- 
trolled study, and there have been no negative results 
reported. In addition, anticoagulant therapy has been noted 
to have long-lasting and even dramatic results in many pa- 
tients, unlike ergoloid mesylates (Hydergine) and vasodila- 
tors, for which only minor and transient improvement has 
been claimed and for which there are many conflicting re- 
ports of even these benefits. 
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ARTHUR C. WALSH, M.D. 
Pittsburgh, Pa. 


Sir: In 1975 Hachinski 2t al. (1) adopted clinical criteria 
from Mayer-Gross et al.’s textbook oi clinical psychiatry (2) 
to create an “ischemic scor2” for the differentiation of multi- 
infarct dementia from Alzbeimer-type dementia. Rosen et al. 
(3) made an attempt to estimate the maportance of the indi- 
vidual items of this so-called ‘“Hachinski score” by compar- 
ing four patients with neuropathologically verified multi-in- 
farct dementia to five patients with proven primary 
degenerative dementia and four patieazs w.th mixed demen- 
tia. The recent study by Dz. Zubenko made a new effort to 
evaluate the significance of an individual item (progression of 
illness) in 84 patients with clinically diagnosed dementia of 
the Alzheimer type and 40 patients wizh multi-infarct demen- 
tia. The major shortcominzs of these studi2s were either the 
lack of a convincing number of patents (3) or the lack of 
neuropathological verification (Dr. Zubenko’s study). 

We would therefore like to draw attenzion to an earlier 
study without these flaws (4). It was bas2d on meticulous 
clinical and neuropathologzical examination of 12 patients 
with “‘arteriosclerotic dementia.” A-zheimer published his 
observations in 1895 and gave a conz:se outline of the rele- 
vant diagnostic criteria, i.e., his “ischem:c score”: abrupt 
onset (“sudden apoplectic attack”), stepwise deterioration 
(‘course interrupted by further apoplectic attacks”), fluctu- 
ating course (“episodes o: transient anxious excitement”), 
relative preservation of personality (‘orderly conduct, pre- 
served ability to reason’, depressicn (“hypochondriacal 
mood with deep insight”), somatic ccmmpla-nts (“cardiac and 
vascular symptoms”), evidence af asscciated arteriosclerosis 
(“always present’), focal neurological symptoms (“head- 
ache, vertigo”), and focal neurological signs (“tremor, pare- 
sis, reflex abnormalities, lenguage disturbance”). 

Alzheimer’s study suffer2d from two drawbacks. First, he 
did not use comparative scatistics, a.tiough he intended to 
characterize multi-infarct dementia and -9 differentiate it 
from other forms of vascu_ar dementia (perivascular gliosis, 
Binswanger’s disease), degenerative senile dementia, and 
general paralysis. Second, zhe original version has not previ- 
ously been accessible to Enzlish-speaking readers, although it 
represents the most likely empirical source of modern ische- 
mic scores (1, 3, and the article by Zubznko), which has 
entered the United States through a psychiatric textbook 
written by authors who may still hav2 been aware of Alzhei- 
mer’s importance (2) and which is now reezported to Europe 
as “old wine in new bottles.” Despite his numerous studies 
on vascular dementia, Alzheimer is Setter known for the 
disease which now carries tis name. I: would therefore prob- 
ably be too confusing to rename the Hachinski score the 
Alzheimer score, even though this would be correct. 
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HANS FORSTL, M.D. 

ROBERT HOWARD, M.A., M.B., B.S. 
RAYMOND LEVY, F.R.C.PSYCH. 
London, England 


Dr. Zubenko Replies 


Str: Dr. Walsh has been an advocate of anticoagulant 
therapy for the treatment of dementia for over 2 decades and 
has published several anecdotal reports describing positive 
results in patients with Alzheimer’s disease (references 3 and 
4 in his letter). However, I do not share his enthusiasm for 
this treatment modality because I do not agree with his char- 
acterization of the literature on the subject. In addition to his 
clinizal experience, the only evidence that he miscites in sup- 
port of his position is a double-blind study of 14 institution- 
alized subjects with “senile and/or arteriosclerotic demen- 
tia,” half of whom received sodium warfarin or placebo for 
1 year (reference 5 in his letter). According to Ratner et al., 
in that study neither the placebo nor the anticoagulant drug 
proved to be a significant cause of variance in the dementia 
severity scores, and none of the large number of pairwise 
comparisons described in the manuscript reached statistical 
significance after correction for multiple comparisons was 
made (1). Moreover, the investigators found anticoagulant 
therapy to be “‘safe in carefully selected aged patients when 
prorer precautions are used and there is regular hematologic 
and medical control,” as was provided in their inpatient 
setting. Therefore, the results of that study may or may not 
be relevant to patients with Alzheimer’s disease, they can- 
not be fairly characterized as positive, and the low frequency 
of side effects is unlikely to generalize to unselected elderly 
populations. 

Perhaps the most troublesome of Dr. Walsh’s comments is 
the suggestion that a physician’s failure to recommend anti- 
coagulation therapy as a treatment for Alzheimer’s disease 
may represent substandard medical care. Alzheimer’s disease 
is a tragedy from the perspectives of patients, family mem- 
bers, caregivers, and the nation as a whole. However, in my 
opinion, the diagnosis of a tragic disorder does not justify the 
prescription of a treatment of unproven efficacy without ad- 
equate regard for safety and potential side effects. Elderly 
patients who are cognitively impaired and prone to falling 
and who may be receiving treatment with medications that 
interact with anticoagulants are likely to be at high risk for 
complications. Even if a role for anticoagulant therapy in the 
treatment of Alzheimer’s disease is eventually demonstrated, 
comparisons of anticoagulants to aspirin or related com- 
pounds may reveal an equally effective but safer approach. 

The letter from Dr. Férstl and colleagues seems to serve 
largely to call attention to their translation of an article pub- 
lished by Alzheimer in 1895, which is said to describe “12 
patients with atherosclerotic dementia.” The translation was 
unavailable to me at the time that my response was invited, 
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but I look forward to reading it when it is published. How- 
ever, it is not clear from their letter why the Alzheimer ref- 
erence was considered preferable to that of Rosen et al., who 
reported a clinicopathologic study of 14 cases of dementia 
(rather than 13, as cited in the letter). The stated reason for 
their preference is based on sample size but does not ap- 
pear to be consistent with the relative sample sizes of these 
studies. 

In my article, the characterization of the progression of 
dementia as “insidious” or “stepwise” did not discriminate 
between demented patients who met clinical criteria for 
Alzheimer’s disease and those who had had two or more 
independent cerebrovascular accidents, as detected by neu- 
rologic examination and brain imaging. In fact, patients in 
the latter group were 3.7 times more likely to have experi- 
enced an insidious progression rather than a stepwise course. 
These results indicate that the retrospective characterization 
of the progression of dementia is of dubious diagnostic utility 
in the assessment of cerebrovascular disease among elderly | 
psychiatric patients who suffer from primary dementia. The 
fact that the diagnosis of Alzheimer’s disease was not made 
by histopathologic examination of brain tissue does not seem 
to detract substantively from this conclusion. 
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GEORGE S$. ZUBENKO, M.D., PH.D. 
Pittsburgh, Pa. 


Effects of Personality Disorder in Depressed Patients 


Sir: In their article “Dysfunctional Attitudes in Depressed 
Patients Before and After Clinical Treatment and in Normal 
Control Subjects” (1), Eric D. Peselow, M.D., and colleagues 
highlighted the relationship between highly dysfunctional at- 
titudes and poor treatment response, a finding with impor- 
tant clinical ramifications. The authors found that patients 
with particularly high Dysfunctional Attitude Scale scores 
responded poorly to pharmacologic treatment and suggested 
that particularly high scores on this scale may be an indica- 
tion for nonbiological treatment modalities. Lower initial 
scores were found for patients who responded to pharma- 
cologic treatment, and these scores generally decreased dur- 
ing treatment. Medication-responsive patients, however, 
still showed higher scores than did control subjects, a finding 
that the authors attributed to residual depression in some 
responders. 

Perhaps because of the close theoretical link between dys- 
functional attitudes and depression, this research (and, in- 
deed, essentially all research on dysfunctional attitudes) fails 
to consider a critical variable: axis II diagnosis. In our study 
of 46 patients with borderline personality disorder (2), we 
found extremely high Dysfunctional Attitude Scale scores 
(mean=178.35), a finding that was independent of the pres- 
ence or absence of current major depression. The presence of 
comorbid personality disorder, which has been associated 
with chronicity of depression (3) and poor treatment re- 
sponse (4—6), would provide a parsimonious explanation for 
the very high pre- and: posttreatment scores of the patients 
with nonendogenous depression in the Peselow et al. study 
and the poor medication response observed in the patients 
with high scores. 
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It is apparent that the relationships among maladaptive 
cognitions, depression, and treatment response are likely to 
be much more complex than the literature suggests. It may be 
that dysfunctional attitudes are state-related in some individ- 
uals and recede with remission, whereas in other depressed 
patients with personality disorder, these attitudes are trait- 
related and inextricably tied to the chronic depression, dys- 
phozias, and cognitive distortions that characterize these pa- 
tients. Thus, the major depression may be successfully 
treazed pharmacologically, but the personality disorder and 
the dysfunctional attitudes remain. Any future studies of the 
treatment of depression as well as of dysfunctional attitudes 
can ill afford to ignore axis II diagnosis. 
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KATHLEEN M. O'LEARY, M.S.W. 
DAVID L. GARDNER, M.D. 

REX W. COWDRY, M.D. 
Washington, D.C. 


Sleep Disturbance in PTSD 


SiR: In recent communications, Richard J. Ross, M.D., 
Ph.D., and associates (1) and Steven Lipper, M.D., Ph.D., 
and colleagues (2) speculated that a disturbance in the reg- 
ulation of REM sleep is at the core of posttraumatic stress 
disarder (PTSD). Both groups cited evidence derived from 
drug treatments in support of this hypothesis—i.e., a de- 
crease in intrusive symptoms and an improvement in sleep 
with antidepressant treatment. ] recently treated two pa- 
tients providing evidence counter to this view. 


Ms. A, a 40-year-old woman with PTSD stemming from 
a sexual assault, had a modest decrease in PTSD symptoms 
when given imipramine, 250 mg/day. The improvement 
included the reduction but not elimination of PTSD night- 
mares. After discontinuing drug treatment, she experi- 
enced intense short-term REM rebound and poorer sleep 
without a corresponding exacerbation in PTSD symptoms. 


Mr. B, a 41-year-old Vietnam veteran with severe PTSD, 
responded to fluoxetine, 60 mg/day, with a reduction in 
daytime intrusive symptoms, PTSD nightmares, and 
avoidance behavior. However, his overall sleep profile 
worsened considerably and included decreased total sleep 
time, shallower sleep, and increased daytime fatigue. 
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If the primary neurobiological diathesis in PTSD involves 
dysfunctional REM or even slow wave sleep, one might sur- 
mise that Ms. A’s PTSD symptoms should have increased 
during discontinuation of the tricyclic antidepressant. Simi- 
larly, Mr. B’s PTSD symptoms seem_ngly should not have 
waned as his sleep disturbance waxed under the influence 
of fluoxetine. The decrement in his PTSD nightmares is dif- 
ficult to interpret, as both fluoxetine-induced sleeplessness 
and drug-related symptom improvernent could have been 
contributory. 

Glaubman et al. recently reported = case-control study of 
sleep in PTSD (3). Consistent with results of prior studies, 
PTSD subjects experienced poorer sleep, decreased sleep ef- 
ficiency, increased awakenings, decreased slow wave sleep, 
and prolonged REM latency. Unfortunately, the authors 
were unable to study any of their subjects while they were 
having a PTSD nightmare. Thus, while it is probably safe to 
conclude that PTSD involves a mixtare of REM and non- 
REM sleep pathology, it is less reasonable to infer that a 
disturbance in sleep regulation (4) is any more the hallmark 
of PTSD than are other features of the disorder, particularly 
reexperiencing and phobic avoidance (5). 

What the field of traumatic stress studies needs at this 
point is less hypothesizing and more data. Fortunately, Dr. 
Ross, Dr. Lipper, and their colleagues correctly point us in 
this direction. 
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JOHN S. MARCH, M.D., M.P.H. 
Durbam, N.C. 


Dr. Lipper and Associates Reply 


Sir: We thank Dr. March for citing our communication to 
the Journal. However, he gives us toc much credit in attrib- 
uting to us the interesting, speculative hypothesis proposed 
by Dr. Ross and associates that dysregulation of REM sleep 
mechanisms may be implicated in some cf the waking and 
sleep symptoms of PTSD. Our letter to the Editor was in- 
tended as a commentary on the article by Dr. Ross and his 
colleagues, not as an uncritical acceptance or endorsement of 
their hypothesis. 

A closer reading of our letter will confirm also that we did 
not cite evidence derived from efficacy studies of medications 
in PTSD, as did Dr. Ross and associates, to support their 
hypothesis. On the contrary, we poirted cut that in view of 
the divergent results of existing controlled studies, it is cur- 
rently unclear how effective antidepressant medications are 
for PTSD, and for which symptoms. This point remains 
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valid, as indicated by two additional controlled studies of the 
efficacy of medications in PTSD that have recently been pub- 
lished (1, 2). 

The two case vignettes presented by Dr. March, while in- 
teresting and suggestive, are nevertheless inconclusive in the 
absence of polysomnographic recordings of the electrophys- 
iological phenomena corresponding to the patients’ subjec- 
tive reports (“poorer sleep,” “shallower sleep”) and Dr. 
March’s interpretations of their reports (“REM rebound”). 
Dr. March’s discussion reemphasizes the necessity and im- 
portance of controlled sleep studies with polysomnography 
in well-defined groups of unmedicated and medicated pa- 
tients with PTSD. 

Although there may be truth to Dr. March’s assertion that 
what the field of traumatic stress studies needs is less hypoth- 
esizing and more data, we believe that the formulation of 
testable hypotheses, even though they are speculative or pro- 
vocative, is imperative, so that appropriate controlled studies 
can be designed and conducted to yield the kind of scientific 
data that will enhance our understanding of PTSD and its 
psychological and neurobiclogical bases. 

While we have not proposed a “sleep disturbance” hy- 
pothesis, we have advocated a kindling hypothesis of PTSD 
supported by our finding in a small, uncontrolled study that 
carbamazepine was effective in selectively ameliorating the 
intrusive or reexperiencing symptoms of PTSD (i.e., recur- 
rent nightmares, flashbacks, and intrusive recollections) (3, 
4). According to such a hypothesis, the chronic central sym- 
pathetic hyperarousal associated with PTSD kindles limbic 
nuclei to produce a relatively stable neurobiologic abnormal- 
ity. In our study, carbamazepine resulted in significant im- 
provement not only in reported PTSD nightmares but in ini- 
tial, middle, and late irsomnia, as measured by the Hamilton 
Rating Scale for Depression. Of interest in this regard is the 
recent finding of Yang et al. (5) that carbamazepine signifi- 
cantly increased slow wave sleep and decreased REM sleep 
to 85.5% of baseline in seven unmedicated, healthy subjects 
after 9 days of treatment. However, a better understanding 
of the effects of carbamazepine on the sleep parameters of pa- 
tients with PTSD must await future polysomnographic studies. 
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Recovery From Bereavement After a Suicide 


Sir: I appreciated the careful review of the sparse literature 
on bereavement after suicide by David E. Ness, M.D., and 
Cynthia R. Pfeffer, M.D. (1). The authors were particularly 
helpful in pointing out the problems in methodology in most 
of the research. Consequently, I was startled to see the com- 
pletely unsupported statement that “these survivors never 
resolve their feelings entirely.” Never? Any of them? 
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ADINA WROBLESKI 
Minneapolis, Minn. 


Dr. Ness and Dr. Pfeffer Reply 


Sir: If a person was attached emotionally to a deceased 
individual, then the feelings of loss persist for as long as he or 
she remembers that individual. In this general sense, such 
feelings are never resolved entirely. Rynearson, a psychiatrist 
whom we cited ir: our article, provided eloquent testimony 
about the persistence and the special quality of such feelings 
after the suicide of a loved one (1). 

Our statement was not meant to disparage the ability of 
survivors to work through their grief but, rather, as we said, 
to caution against overly ambitious therapeutic goals. 
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The Dissociative Disorders Interview Schedule 


Sır: Marlene Steinberg, M.D., and associates recently 
made an important and welcome addition to the literature by 
publishing data on their Structured Clinical Interview for 
DSM-III-R Dissociative Disorders (SCID-D) (1). However, 
their article contains statements that deserve amplification 
and comment. i 

The first sentence reads, “Until now there has been no 
standardized instrument designed to yield uniform clinicians’ 
diagnoses of the dissociative disorders.” They later com- 
ment, “Current instruments specific to the dissociative dis- 
orders were designed as screening devices or symptom rating 
scales rather than as primary diagnostic instruments and are 
not meant to yield clinical diagnoses of dissociative disor- 
ders.” In the final paragraph the authors state, “A uniform 
diagnostic instrument has not previously been available for 
use in large-scale epidemiologic or controlled pharmacolog- 
ical studies of the dissociative disorders.” 

We have developed a structured clinical interview called 
the Dissociative Disorders Interview Schedule which makes 
DSM-III-R diagnoses of the dissociative disorders. We first 
discussed this instrument with Dr. Steinberg in person in 
Chicago in 1986. Validity and reliability data on it were 
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presented at a meeting Dr. Steinberg attended in 1987 (2). 
Data on the Dissociative Disorders Interview Schedule first 
appeared in the psychiatric literature in May 1988 (3), and 
further data were presented at a meeting in Chicago in 1988, 
which Dr. Steinberg attended. The Dissociative Disorders 
Interview Schedule is currently in the possession of more 
than 1,000 mental health professionals in North America. 
The complete schedule and its scoring rules are available in 
sources with 1989 publication dates (4, 5). Dr. Steinberg and 
Dr. Ross are both members of the Research Committee of 
the International Society for the Study of Multiple Personal- 
ity and Dissociation, and the Dissociative Disorders Inter- 
view Schedule has been mentioned repeatedly in the corre- 
spondence of the committee. Both psychiatrists act as 
consultants on dissociative disorders to the Task Force on 
DSM-IV, and data on the schedule have been discussed by 
that committee. 

We believe, therefore, that the statements by Dr. Steinberg 
and associates that we have quoted overlook information 
that was available to them and should like to correct the 
resulting inaccuracies in their presentation. 
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Dr. Steinberg and Associates Reply 


Sır: Dr. Ross and associates request amplification of sev- 
eral statements concerning the lack of a primary diagnostic 
instrument specific to the dissociative disorders prior to the 
development of the SCID-D. They go on to suggest that the 
Dissociative Disorders Interview Schedule might have been 
cited in this context. We stand by our original statements and 
believe that the citations requested by Dr. Ross and associ- 
ates are not appropriate. At the time of publication of our 
article on the reliability and validity of the SCID-D, no article 
on the reliability and validity of their schedule for the five 
dissociative disorders had been published, and therefore no 
article on it was cited, The 1988 article for which Dr. Ross 
and his colleagues request citation made use of a variety of 
instruments to address issues other than instrument design, 
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utility, and diagnostic validity. In fact, this article described 
overlap of symptoms in three cases of mudziple personality 
disorder and three cases of obsessive-commpulsive disorder. 
To date, information on the reliability amd validity of the 
Dissociative Disorders Interview Schedule is still incomplete. 
No report has evaluated its utility as a prinsery diagnostic in- 
strument for all of the five dissociative disorders. 

In 1986 Dr. Ross attended the presentation by Steinberg 
and associates of data on the reliability azd validity of the 
SCID-D, along with a description of the mstrument, at the 
Third International Conference on Multiple Personality/Dis- 
sociative States (1). The SCID-D was developed and field 
tested prior to the development of the Disszciative Disorders 
Interview Schedule, and in 1986 Dr. Ross was familiar with 
the SCID-D instrument, the reliability and validity data, and 
the SCID-D research design. The first presentation of the 
Dissociative Disorders Interview Schedule was made in 1987 
at the Fourth International Con-erence on Multiple Person- 
ality/Dissociative States, and at this time reliability was 
claimed only for 10 cases of multip:e per-onality disorder, 
the most severe and chronic of the dissociar ve disorders, and 
no data were presented on the discriminana validity or inter- 
rater reliability for all of the five dissociative disorders. 

Dr. Steinberg was on the advisory comr ittee for the revi- 
sion of the Dissociative Disorders section zf DSM-HI and is 
on the committee for revision of DSM-III-R. As researchers 
and clinicians know, reliability end validitr of new diagnos- 
tic instruments are not established through this committee’s 
work, nor is this the committee’s task. It 3 also outside the 
scope of our research to speculate about tke potential of the 
Dissociative Disorders Interview Schedule in light of inade- 
quate assessment of fundamental psychometric properties. 
As information does become available we will be happy to 
cite and to respond to questions about the utility of this 
instrument. In conclusion, we stand by car statement that 
before the SCID-D there was no standardized instrument 
designed to yield uniform clinicians’ diagnoses of the five 
dissociative disorders. We welcome peer 2valuation of the 
SCID-D. 
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Overemphasizing Diagnostic Classificatioz 


Sir: In a letter to the Editor (1), Marizm Cohen, M.D., 
complained about the reification and czcdification of the 
DSM-III-R diagnostic categories, especially by recent train- 
ees. I think Dr. Cohen has touched upon a very serious prob- 
lem in contemporary psychiatry. The lazels we attach to 
phenomena are being treated as if they weze the phenomena. 

For roughly 15 years, APA has been zreoccupied with 
classifying and reclassifying. This was nat always the case. 
We always had a classification system, bet it had not been 
the major concern that it has now beconis.af-the. expense, 
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one fears, of more basic considerations. All too often, to 
follow the direction of Dr. Cohen’s thoughts, it has frozen 
rather than liberated our thinking. We study the diagnostic 
rule book instead of the patient. 

This classificatory zeal has not been justified by a major 
breakthrough in our knowledge that would oblige us.to rev- 
olutionize our diagnostic cazegories. Indeed, the changes that 
have been made are not revolutionary. On the contrary, they 
seem to be seeking a refinement that impresses some of us as 
excessive. 

No doubt, multiple factors have contributed to this pre- 
occupation with classification. The advent of lithium prob- 
ably stimulated the upsurge in the diagnosis of affective 
disorders at the expense of schizophrenia. But our pharma- 
cotherapeutic agents are not so diagnosis-specific as we 
sometimes think; lithium has been advised as an adjuvant in 
the treatment of schizophrenia. 

The greater role that third-party payments play increases 
the need to seek additional diagnostic categories, although 
not constantly to revise them. We may require diagnoses for 
billing purposes; but that saould not lead us to grant them 
transcendental significance ror cause us to reify processes. 

I feel that the result has been an unfortunate overvaluation 
of diagnostic niceties. It is Gangerous to take the creation of 
our collective mind for the phenomena that we should be 
studying. We may have to radefine.and recategorize our ma- 
terial as new basic discoveries occur. To take our present 
classification too seriously could be an obstacle to progress. 
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Efficacy of Psychotherapy 


Sir: I commend Stephen Fleck, M.D., on his letter (1) in 
which he reiterated the importance of psychiatrists’ learning 
about patients through professional involvement over time 


and treating them as persons with complex problems rather 
than containers of malfunctioning machinery. I also com- 
mend the joint task force of the Association for Academic 
Psychiatry and the American Association of Directors of Psy- 
chiatry Residency Training for stressing the importance of 
training in psychodynamic psychotherapy. 

I could not help noticing that there was a spate of letters 
criticizing the recommendations, especially the emphasis on 
the primacy of learning psychodynamic psychotherapy. 
Somehow, it was misinterpreted that this primacy would ex- 
clude or unduly subordinate other schools of thought and 
that this primacy goes against the lack of statistical proof of 
psychotherapy’s efficacy. 

It is true that there is no statistical proof of the efficacy of 
psychodynamic psychotherapy. Psychotherapy researchers 
have been unable to control the variables sufficiently to dem- 
onstrate its efficacy in comparison with control groups. This 
fact will be unchanged but is basically irrelevant. To para- 
phrase Thomas Jefferson, there are certain truths which are 
self-evident. So far, there is not convincing proof that de- 
mocracy is superior to totalitarianism or that education is 
superior to ignorance. 

It should be a given, by now, that the long-term study of a 
person, using psychodynamic concepts and a stance of being 
a participant-observer with an individual over time, is the 
best way we know of understanding the complexity of a 
person in depth and breadth. This is the wisdom of the ages 
as it has ripened in the twentieth century. The detractors of 
psychodynamic psychotherapy speak with knowledge but 
lack a certain wisdom. 

It is reassuring to one who has practiced and taught for 40 
years to see that the vision of wisdom clears a path through 
the fog of what passes for knowledge. 
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Report of the APA Task Force on Prevention Research 


Tois report was prepared by the Task Force on Prevention Re- 
search! of the Council on Research. It was approved by the Board of 
Trustees in June 1990. 


DEFINITIONAL DIFFICULTIES 


This report is a review of research on the prevention of psychiatric 
disorders. Although there are a few articulate and productive re- 
searchers in this field, in general prevention research in psychiatry 
has not commanded much attention or achieved great credibility. It 
is not perceived as a “hot” area of research, and currently it is not 
viewed as providing much of practical value in treatment. 

Act the same time, much of the budget for the National Institute of 
Mertal Health (NIMH) is justified in terms of the ultimate relevance 
to prevention of the research being supported. This is certainly ap- 
propriate, since prevention strategies are based on our understand- 
ing of causal mechanisms. In addition, it could be argued that any 
substantial increase in our knowledge of disorders or diseases that 
impair our emotional, behavioral, or cognitive function has real 
potential in preventing these disorders. However, this perspective is 
broader than what is generally considered the domain of prevention 
research itself and includes areas that have only the potential of 
becoming the focus of prevention research in the future. 

Tais review will focus on current prevention research in psychiatry 
and some past efforts. Our discussion is guided by the U.S. Public 
Health Service definition: “Prevention research includes only that 
research designed to yield results directly applicable to interventions, 
to prevent occurrences of disease or disability, or to the progression 
of detectable but asymptomatic disease.” 

Many authors have pointed out that our field’s claims about pre- 
vention have a troubling history, that promises have been unfulfilled 
and conclusions have been stated without sufficient empirical evi- 
dence. Pardes et al. (1} stated, 


During the first half of the century, primary prevention was 
achieved with traditional public health approaches for at least 
two illnesses with psychiatric components: pellagra and general 
paresis. The discovery that infection with measles, during a 
woman’s first trimester, puts the fetus at risk for brain dysfunc- 
tion also resulted in the application of primary prevention tech- 
n:ques for women in their child-bearing years. In the past dec- 
ade, with new techniques (including methods developed by 
ozher disciplines, such as neurology and genetics), psychiatric ep- 
idemiologists have been working to identify antecedent factors 
that may provide a basis for other primary prevention strategies. 

Nevertheless, the application of public health methods to 
mental health problems has been a complex proposition. The 
classic public health model, conceptualizing illness in terms of 


1The members of the Task Force on Prevention Research are Rob- 
ert M. Rose, M.D. (chairperson), Felton Earls, M.D., Sheppard 
Keliam, M.D., Daniel Offer, M.D., Irving Philips, M.D., and Mor- 
ton Silverman, M.D. 
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host, agent, and environment, does not ‘“‘fit è most psychiatric 
disorders. The difference now, in psyckiatry ard behavioral sci- 
ence, is the mounting evidence for a biological substrate in 
many mental disorders. Environmental and social factors are 
now regarded——-more widely than in the pastas critical deter- 
minants of whether an illness will be express2< in a biologically 
vulnerable individual, ratker than as exclusive causes in them- 
selves. Recognizing this distinction may make public health ap- 
proaches, both to major mental illnesses and to behavioral dys- 
functions, much more feasible. Connections among biology, 
environment, and psychopathology can be analyzed in much 
more specific terms. Such specificity can, it is hoped, move psy- 
chiatric prevention research into the mainstream of public 
health research, training, and service. 


It is our belief that a revizw of what went wrong in the past in 
prevention research in psychiatry will clarify ard highlight today’s 
much more solidly based research, which is an exciting and prom- 
ising field. 


PAST PREVENTIVE INTERVENTIONS 


As Shaffer (2) has pointed out, for most of tke last 100 years there 
has generally been a humane and optimistic v.ew about preventing 
children’s unhappiness and disturbed behavior. However, it is also 
true that until recently, any psychiatric disorder in a child was pre- 
dominantly viewed solely a; a distarticn of normal development. 
Thus, it was held that if parents avoided beinz tco repressive, thus 
preventing the child’s expression of normal wishes or impulses, and 
if they attended to the principles cf learning <heory and reinforce- 
ment, their child would not develop significan: disturbances or psy- 
chopathology. Later it was felt that if parents could be educated 
more intensively, if prenatal care could be ex-ended to all women, 
and if parents and children had more access to medical resources and 
housing, a happy and productive childhood would almost univer- 
sally be ensured. However, as pointed out by Eisenberg (3), the 
“IOUs” issued in the early days o= the mentel hygiene movement, 
which promised that “mental illness” would be eliminated by edu- 
cation about human relationships, proved zo be unredeemable. 
Thus, some of the widespread disbelief or skepz.cism regarding pre- 
ventive psychiatry can be traced directly to early assertions that 
preventive interventions such as education, support, and reasonable 
child-rearing practices would together prevent ch:ld psychopathology. 


Risk for Illness 


As Shaffer (2) also pointed out, mental health professionals are 
now generally skeptical about true primary prevention of any dis- 
order. That is, we do not know how to prevent the initial appearance 
of any psychiatric disorder, with the exception ot certain disorders of 
childhood. There is also a developing consensus in our field that 
most disorders cannot be explained solely as the result of stresses 
imposed on normal developmental processes. This model was essen- 
tially founded on the belief that all individuals have a universal 
potential for disturbance, ard it de-emphasizes or ignores the obser- 
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vation that some people are at substantially greater risk for specific 
disorders than are other people. 

The concept of universal, nonspecific vulnerability for illness is no 
longer widely held in psychiatry; we have learned from a number of 
excellent studies that there are significant differences in vulnerability 
to certain psychiatric disorders. Earls (4, 5) has divided the data 
about differential risk into two types of epidemiologic studies. The 
first type addresses the prevalence of disorders in parents and other 
adult relatives of children, and the second is longitudinal studies of 
impaired children that evaluate the risk for later development of 
adult disorders. Both types of studies have contributed greatly to our 
understanding of risk factors in vulnerable children. 

Nevertheless, it is also clear that many mental health professionals 
mistrust the medical-illness model of child and adolescent psycho- 
pathology. There is tension berween those who focus on specific risk 
factors as antecedents for psychopathology and those who do not 
support this specific-etiology model. The latter group finds that an 
antecedent-condition model zpplies across a wide range of emo- 
tional and behavioral dysfunctions. These observers argue that non- 
specific predisposing factors and precipitating conditions may be 
resporsible for the expression of many disorders, moving away from 
the focus on specific risk factors to the possibility of a more universal 
potential for disturbance in_various populations. Felner and Silver- 
man (6) stated, 


Ar this point, a key debate in the prevention literature be- 
comes salient if we are to decide how and when to move from 
“risk factors” to programs. We need to be clear on how we 
answer the questions: a) Do we attempt to tailor primary pre- 
vention programs to the prevention of a specific disorder, or b} 
do we develop programs which are effective in alleviating a 
number of conditions that are antecedent to a range of emo- 
tional and physical problems, including, but not limited to the 
target problem? 

The “specific disorder prevention” model rests heavily in a 
classic medical-public health paradigm which views diseases as 
caused by specific conditions that interact with individual vul- 
nerabilities, again, specifiable. In contrast, the antecedent con- 
dition model argues thar at least for a wide range of emotional 
and behavioral disorders, par-icularly those related to stress and 
other elements of the normal life-course, the specific etiology 
model is not appropriate. 


Types of Interventions 


Another way of characterizing this tension between the models 
focusirg on general vulnerability and on specific risk factors was 
summarized by Pardes et al. (1}, who suggested it may be useful to 
divide prevention efforts into universal and selective or indicated. 

Universal preventive interventions are directed at an entire popu- 
lation and not specifically at subgroups presumed to be at greater 
risk. Examples of such efforts are fluoridation of water, vitamin 
supplementation of milk and bread, and immunization of infants for 
various infectious diseases. These clearly are effective preventive in- 
terventions. The difficulty in psychiatry is whether or not recommen- 
dations based on the universal model, i.e., applying to all groups, are 
at all effective. Educating parents, providing more information 
about childhood anxieties, anc providing more adequate schooling 
in general are examples of universal interventions that have not been 
shown to affect the incidence or prevalence of specific psychopathol- 
cgy. That is not to say, however, that many children have not ben- 
efited from such strategies. It would be reasonable to conclude that 
Eromoting better mental health practices clearly has substantial ben- 
efits, but it has not been shown, nor is it believed, that these general 
measures substantially affect the appearance of child psychopathology, 
without a more specific, targeted approach in vulnerable individuals. 

Selective, or indicated, interventions are directed at individuals 
who are at greater risk for diseases or disorders than the general 
population. One example is the demonstrated effectiveness of Project 
Head Szart. As pointed out by Eisenberg (3), despite earlier negative 
findings about Project Head Start, which were based on flawed re- 
search strategies, recent evidence has shown impressive support for 
the program’s effectiveness—specifically, better school progress, 
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fewer dropouts, less delinquency, and better work records after high 
school. Individuals with demonstrated need, primarily because of 
lower socioeconomic status or fewer resources, clearly benefited by 
participation in Project Head Start. 

Project Head Start is a selective intervention that provided clear 
improvements in several outcomes, but it has not been shown to 
affect specific psychopathology. Some selected interventions have 
not been effective and may have contributed to the skepticism about 
preventive interventions for psychiatric disorders or mental illness in 
general. 

Eisenberg (3) reviewed the Cambridge-Sommerville Delinquency 
Prevention Project, which was one of the largest undertakings of its 
kind and operated from 1938 to 1945. Its design incorporated the 
accepted interventions of the day—individual guidance, counseling, 
and case work therapy—which were provided to several hundred 
underprivileged boys. The project fortunately did include a control 
group, and the results showed no significant differences between the 
control subjects and the group that received the therapies. Also trou- 
bling was the finding 30 years later by McCord (7) that the boys who 
had the counseling may have done worse than the control group. 
This targeted intervention, designed to diminish the prevalence of 
delinquency (judged according to number of repeated offenses, in- 
carceration, etc.), failed to produce its presumed effect. It is not clear 
whether the focused intervention was for all individuals with a given 
socioeconomic status or for those who showed some significant dys- 
function. In any event, it casts doubt on the assumption that any 
form of positive, well-intended therapeutic intervention can be of 


benefit. 
Premature Applications 


Another problem in earlier prevention research in psychiatry was 
the premature translation of theory to practice, without the data 
necessary to document the efficacy of the approach. One example of 
this was the assumption of the crucial importance of mother-infant 
bonding. Proponents of this view argued that the first minutes or 
hours of life are a sensitive period and that the father and/or mother 
must have close contact with the infant during this time to ensure 
that its later development will be optimal. Even though there was not 
compelling evidence for the necessity of a correct form of early 
bonding for later normal development, this became translated into 
dogma, which later research did not substantiate. Some parents 
feared that they might have lost an irretrievable opportunity by 
failing to bond adequately with their child, thus adversely affecting 
their child’s development. 


CURRENT PREVENTION RESEARCH 


Our current knowledge of prevention in psychiatry is derived from 
robust epidemiologic findings. It focuses on specific risk factors and, 
most important, on manipulating or altering these risk factors so as 
to diminish the frequency of occurrence of the disorder. Studies that 
attempt such experimentation are often referred to as “experimental 
epidemiology” or “applied epidemiology” and usually involve a trial 
of a preventive intervention. In fact, some have suggested that, given 
the varying negative connotations of the term ‘‘prevention,” this area 
of research should be renamed “applied epidemiologic research.” 

Research involving preventive interventions focuses on two ques- 
tions: Is it possible to change a particular risk factor? and Does such 
a change, once effected, make any difference in outcome or incidence 
of future illness? 

As Earls (4) has pointed out, confusion has also arisen because risk 
factors have not been restricted to causes or even correlates of 
the disorder; erroneously, even consequences have been designated 
as risk factors. Furthermore, attributes such as age and sex have been 
designated risk factors. Appropriate use of the term “risk factors” 
is most important when one moves from descriptive studies to ex- 
perimental interventions, where risk factors should be restricted 
to variables that can be manipulated (attributes usually cannot be 
manipulated). 

Prevention research in psychiatry has progressed substantially 
from assertions of causal relationships based solely on theoretical 
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positions and not on solid epidemiologic, prospective, or longitudi- 
nal data. Our data have been gathered from complementary studies 
of the most salient risk factors in various mental disorders, but they 
are uneven. We have more complete information about childhood 
concuct disorder and adult antisocial behavior than about affective 
disorders or schizophrenia. However, this unevenness of solid data 
across the diagnostic spectrum is no worse in psychiatry than it is in 
other medical specialties. 

Because there is more consistent information regarding how child- 
hood conduct disorder functions as a significant risk factor for adult 
antisocial behavior and substance abuse, attempts to modify the 
onset of childhood conduct disorder have moved to the forefront of 
research on preventive interventions in psychiatry. 

A brief review of this research will exemplify the strength and 
sophistication of current prevention research in psychiatry and will 
explain our enthusiasm about this field. It will also emphasize the need 
for more attention and support for psychiatric prevention research. 


CHILDHOOD CONDUCT DISORDER 


Of all the disorders that might be prevented, childhood conduct 
disorder should be a prime target, for reasons that were stated most 
compellingly by Eisenberg (8) almost 25 years ago: 


There remains, however, the highly significant finding that it 
is the child with antisocial behavior who presents the highest 
risk for psychiatric disability in adult life; this stands in glaring 
contrast to the traditional child guidance bias in favor of sup- 
plying treatment to the neurotic child, the child whose progno- 
sis appears so much better even without treatment. This is not 
to suggest that we rush forth to “treat” the sociopath (since 
there is no evidence that customary therapeutic measures have 
any impact on him), but rather that we accept the challenge to 
devise and to evaluate new methods for intervention in the face 
of what is clearly an overwhelming public health problem. 


Research conducted since that time supports Eisenberg’s conclu- 
sions, and it is reasonable to conclude “that childhood conduct dis- 
order and its adult outcome represent one of the most important 
public health problems in psychiatry” (5). 

The classic work of Robins (9) demonstrated the continuity of 
aggressive and antisocial behavior from childhood to middle adult- 
hood. This work was replicated by Olweus (10) and Heusmann et al. 
(11). Gittelman et al.’s longitudinal study (12) confirmed the finding 
that hyperactive children have a high probability of becoming anti- 
social and drug-abusing adults. However, although half of the hy- 
peractive children in their study developed these adult disorders, 
almost half the children in this high-risk category did not. 

Research has clearly demonstrated that childhood conduct disor- 
der is associated with a significant risk for adult psychopathology, 
and there is strong evidence for significant family transmission or 
clustering of conduct disorder, attention deficit disorder, and oppo- 
sitional behavior. 

Since it has been demonstrated that conduct disorder is associated 
with a significant risk for adult psychopathology, we must ask 
whether or not it is changeable, i.e., Can conduct disorder be al- 
tered? If so, Will the diminution in conduct disorder be followed by 
a decrease in adult antisocial behavior? Will it make a difference? 

We discuss this area of prevention research in detail only to illus- 
trate current thinking; other areas in psychiatry are also progressing 
and involve strategies derived from solid epidemiologic findings. The 
disorders being studied include posttraumatic stress disorder follow- 
ing catastrophes and psychopathology in children of psychiatrically 
ill parents. Research in these areas may lead to development of 
intervention strategies focused on those at risk. 

The possibility that development of childhood conduct disorder 
can be changed by systematic manipulation of the child’s environ- 
ment derives from work demonstrating that the appearance of con- 
duct disorder in children is preceded by clear differences in play 
behavior and peer interactions between these children and children 
who do not develop conduct disorder. Thus, conduct disorder can be 
viewed as an outcome later in childhood of earlier differences in 
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behavior. It is important to keep in mind, however, that even if 
interventions are successful and we are able to diminish the incidence 
of childhood conduct disorder, it sill remains to be demonstrated 
that these interventions will lead to a fall in the rate of adult anti- 
social behavior. 


Behavioral Antecedents 


Kellam et al. (13) have studied four cohorts cf first-grade children 
and followed them to the third grade; one cokort was followed to 
age 16 or 17. Aggression coupled with shy tenaavior—defined as 
sitting alone and not participating in the classrcom but also fighting 
and breaking rules—was shown to predict condi:ct disorder and, in 
individuals followed to age 16 or 17, ado_escent entisocial behavior. 

Aggressive behavior in a first-grade child can be considered a 
maladaptive behavioral response to the teachers demands that the 
child accept authority, i.e., not fight, disrupt activities, or break 
rules. In addition, shy behavior can be considzred a maladaptive 
behavioral response to the tasks of participating in the classroom 
teaching and interacting with classmates. 

If shy behavior and aggression are clear antecedents of later con- 
duct disorder, attempts to change such behav.ors might lead to a 
decrease in conduct disorder. 

Research from education and developmental psychology has also 
demonstrated that preschool interventions have benefits for later 
school success. These findings have encourag.ng implications for 
preventive interventions applied specifically to tne predictors of con- 
duct disorder. Earls (5) summarized 18 experiments which showed 
that preventive interventions significantly reduce the need for special 
education, lower the dropout rate, increase vocational placement, 
etc. 

Two major studies of preventive intervention: in conduct disorder 
are currently being conducted. They are attempting to prevent con- 
duct disorder in children and demonstrate that modifying the onset 
of conduct disorder leads to diminution in adult psychopathology. 

The Prevention Center of the Department ot Mental Hygiene at 
Johns Hopkins University has establishec a preventive intervention 
trial in the public schools in Baltimore. In each school, the students 
in one first-grade class receive a mastery learning intervention, which 
enhances learning skills, and in a matched first-zrade class the stu- 
dents are instructed in a good-behavior game. ‘which attempts to 
diminish the frequency of aggression. Classes rot receiving any in- 
tervention serve as control subjects. 

The active intervention was the good-behavioz game, in which the 
children receive points for precisely defined good behavior and de- 
merits for shy or aggressive behavior. The mastery learning inter- 
vention individualizes learnirg by defining precisely what the stu- 
dents should learn, establishing confidence even when the children 
have learning difficulties. 

Teacher ratings, school records, peer nominations, and behavior 
observations are used to measure social adaptat-on status. A prelim- 
inary data analysis showed that students who participated in the 
mastery learning intervention gained 12 percertile points and stu- 
dents who did not receive this intervention either declined or stayed 
the same. The good-behavior game also produced an effect on its 
target outcome—aggressiveness ratings by classmates. The ageres- 
sion ratings for both boys and girls were signifizantly lower in the 
classes thar played the gooc-behavior game than in the control 
classes in the same schools. 

Although these experiments in the Baltimore school system do not 
specifically examine the frequency of childhood conduct disorder, it 
seems likely that if learning improves and aggressive bekavior de- 
creases, fewer students will be diagnosed as having conduct disorder, 
although this has not yet been conclusively demonstrated. 

Another study of preventive intervention in conduct disorder is 
being planned by the Program on Human Development and Crim- 
inal Behavior at the Harvard School of Public Health, which is re- 
ceiving support from the National Irstitute of Jastice and the Mac- 
Arthur Foundation. This program is in the planning phase, and a 
number of research design areas are being exp_ored, including the 
following. 

1. An accelerated longitudinal design using cchorts with overlap- 
ping age ranges. 
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2. Systematic assessment of zhe child’s biological family and of 
psychosocial risk factors in the first 5 years of life. 

3. Measurement of conduct disorder, delinquency, criminality, 
and related behaviors in adolescence and young adulthood. 

4. The study of different neighborhoods to understand how bio- 
logical and psychosocial risk factors combine to produce community 
variation in serious crime. 

5. Formal experiments to reduce the incidence of conduct disorder 
and delinquency. 

It appears that we car: modify aggressive and shy behavior and 
improve learning in children, It nas not yet been established whether 
or not these outcomes diminish the frequency of conduct disorder 
among the children who participate in these interventions. Since 
research must first demonstrate that these interventions lead to a 
decreased incidence of conduct disorder, it is too soon to know 
whether they are followed by diminished adult antisocial behavior or 
substance abuse. 

Nevertheless, this research is well designed and is based on results 
from epidemiologic findings, and it is an excellent example of specific 
interventions that have significant potential for altering the appearance 
of childhood psychopathology and, possibly, adult psychopathology. 

In summary, it is our conclusion that prevention research in psy- 
chiatry has come of age. Current research efforts are derived from 
solid information gathered from a variety of epidemiologic studies 
demonstrating the existence of risk factors in at least one major area 
of psychopathology. Studies zre now focusing on manipulation 
of specific risk factors designed to significantly decrease the devel- 
opment of major psychopathology. Should such research indicate 
that preventive interventions are effective, the field could certainly 
7 eal larger trials aimed at diminishing the frequency of conduct 

isorder, 


RECOMMENDATIONS 


The promise of prevention research in psychiatry should be much 
better disseminated in the field and the potential for research studies 
should be communicated more broadly to the psychiatric research 
community. The task force recommends the following strategies for 
achieving these goals. 

1. There is a need for more focus on preventive intervention re- 
search during the APA annual meeting. The possibilities include a 
special poster, oral/slide, or other type of session and special-interest 
group meetings. 

2. A supplement or special section in the American Journal of 
Psychiatry or other APA publication would increase awareness of 
prevention research findings and opportunities. The topics should 
include an overview of the field, current studies, and a review of 
relevant epidemiologic research. 

3. APA components should give higner priority to research on 
preventive intervention, affording more extensive discussion and ac- 
tion. The components to which this work is relevant include the 
Council on Psychiatric Services, the Council on Children, Adoles- 
cents, and Their Families, the Council on Medical Education and 
Career Development and its ccmponents (especially the Committee 
on G-aduate Education), the Scientific Program Committee, and the 
Council on Research and its components (particularly the Commit- 
tee on Research on Psychiatric Treatments and the Committee on 
Research Training). In addition, the newly formed Council on Ad- 
dictions and the Committee on AIDS should pay special attention to 
prevention research, particularly given its potential importance in 
these areas and the strong interest of NIMH, the National Institute 
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on Drug Abuse, and the National Institute on Alcohol Abuse. Fi- 
nally, the Council on Aging should pay special attention to preven- 
tion of mental illness in the elderly and to methods for encouraging 
successful aging. The Joint Commission on Government Relations 
should monitor the efforts described in item 4. 

4, The Alcohol, Drug Abuse, and Mental Health Administration 
and its three institutes should ensure that there is an appropriate 
psychiatric perspective in the prevention research programs, in de- 
velopment of new programs, in their budgetary support, and in their 
review. Psychiatrists who are active in research in these areas should 
serve as committee members. Their involvement would help ensure 
focus on a) the more severe mental disorders and b) an appropriate 
epidemiologic framework for the experimental research. 

In summary, prevention research in psychiatry now has a strong 
empirical base and focuses on manipulating specific risk factors in order 
to significantly decrease the development of major psychopathology. 
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Approach to Psychotherapy and Preven- 
tive Mental Health. Crowell, Je 809 

Stromberg CD, Haggerty DJ, Leibenluft 
RF, McMillian MH, Mishkin B, Rubin 
BL, Tilling HR: The Psychologist’s Legal 
Handbook. Stone, Jy 944-945 

Strub RL, Black FW: Neurobehavioral Dis- 
orders: A Clinical Approach, 2nd ed. 
Schiffer, My 668—669 

Talbott JA (ed): Future Directions for Psy- 
chiatry. Pollock, Se 1238-1239 

Taylor CB, Arnow B: The Nature and 
Treatment of Anxiety Disorders. Pasnau, 
Ja 117-118 

Taylor GJ: Psychosomatic Medicine and 
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Contemporary Psychoanalysis. Pasnau, 
My 669 

Thompson C (ed): The Instruments of Psy- 
chiatric Research. Feinberg, Oc 1373 

Thorman G: Homeless Families. Peele, Fe 
252 

Timms E, Segal N (eds): Freud in Exile: Psy- 
choanalysis and Its Vicissitudes. Roazen, 
Ap 523-524 

Torrey EF: Nowhere to Go: The Tragic Od- 
yssey of the Homeless Mentally Ill. Sharf- 
stein, Fe 251 

Trad PV: The Preschool Child: Assessment, 
Diagnosis, and Treatment. Finch, No 
1565-1566 

Trimble MR, Reynolds EH (eds): Epilepsy, 
Behaviour and Cognitive Function. Fink, 
My 665-666 

Ulrich J (ed): Histology and Histopathology 
of the Aging Brain. Schiffer, No 1562 


Volkan VD: Six Steps in the Treatment of 


Borderline Personality Organization. 
Stone, Ap 522 


_ Walsh BT (ed): Eating Behavior in Eating 


Disorders. Pope, My 665 

Walsh BW, Rosen PM: Self-Mutilation: 
Theory, Research, and Treatment. Lion, 
Au 1088 

Weiskrantz L (ed): Thought Without Lan- 
guage. Hoffman, Mr 365—366; correc- 
tion, Au 1110 


Wise MJ, Rundell JR: Concise Guide to 


Consultation Psychiatry. Sederer, Ap 516 
Wolberg LR: The Technique of Psychother- 
apy, 4th ed, parts 1 and 2. Acklin, Je 
802-803 
Wolman BB: Psychosomatic Disorders. 
Gessel, Ap 528-529 


' World Health Organization (ed): Benzodi- 


azepines and Therapeutic Counselling: 
Report From a WHO Collaborative 
Study. Liskow, Ja 118-119 


_ Zigas V: Laughing Death: The Untold Story 


of Kuru. Favazza, De 1681 

Zohar J, RH Belmaker (eds): Treating Re- 
sistant Depression. Roose, Mr 356-357 

Borderline Personality Disorder 

Altered platelet a-adrenergic receptor 
binding sites in borderline personality 
disorder. Southwick, Au 1014-1017 

Borderline diagnosis in adolescents: symp- 
toms and developmental history. Lu- 
dolph, Ap 470-476 

Borderline patients’ view of their parents 
(letter). Wise, reply of Paris, Au 1104— 
1105 

Borderline personality and multiple ear- 
rings: a possible correlation? (letter). Ali, 
Se 1251 

Childhood sexual and physical abuse in 
adult patients with borderline personal- 
ity disorder. Ogata, Au 1008—1013 ` 


_ Cognitive features of borderline personality 


disorder. Zanarini, Ja 57—63 (letter: Kir- 
sten, Oc 1386—1387) 


| Concept of interpersonal distance in bor- 


derline personality disorder (letter). 
Akhtar, reply of Swartz, Fe 260—261 


Criticism of mnemonic device (letters). Lar- 


son; Cannon, Jy 963—964 


' Discriminating borderline personality dis- 


order from other axis II disorders. Zan- 
arini, Fe 161-167 
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Frequency and correlates of childhood sex- 
ual and physical abuse histories in adult 
female borderline patients. Shearer, Fe 
214-216 

Patient’s view of doctor-patient boundaries 
(letter). Ann, a patient, reply of Gutheil, 
Oc 1391 

Patient-therapist sex (letter). Feigon, Jy 963 

PT Barnum and the borderline personality 
disorder muddle (letter). Alpher, reply of 
Swartz, Ap 540 

Structured interviews for borderline person- 
ality disorder. Kavoussi, No 1522-1525 

Substance use in borderline personality dis- 
order. Dulit, Au 1002-1007 

Bowel Obsession 

Trazodone for bowel obsession {letter}. 
Ramchandani, Ja 124 

Brain Disorders see also Cognition; Later- 
alization, Cerebral; Ventricle Size 

Auditory hallucinations and smaller supe- 
rior temporal gyrus volume in schizo- 
phrenia. Barta, No 1457-1462 

Autonomic events in Kleine-Levin syn- 
drome (letter). Hegarty, Jy 951-952 

Brainstem auditory evoked response and 
subcortical abnormalities in autism. 
Thivierge, De 1609-1613 

Interhemispheric transfer deficit in alexi- 
thymia (letter). Merriam, reply of Zeitlin, 
Jy 955-956 

Magnetic resonance imaging evidence for a 
defect of cerebral cortical development in 
autism. Piven, Je 734-739 

Organic mental disorders and DSM-IV {let- 
ter). Lipowski, Jy 947 

Organic mental disorders caused by HIV: 
update on early diagnosis and treatment. 
Perry, Je 696—710 

Brain Metabolism see Metabolism 

Brain-Mind Relationship 

Psychobiology and the brain-mind relation- 
ship (letter). Levy, Ap 537-538 

Breast Milk 

Perphenazine in breast milk and serum (let- 
ter). Olesen, Oc 1378—1379 

Brewster v Dukakis 

Second-generation deinstitutionalization, I: 
the impact of Brewster v Dukakis on 
state hospital case mix. Geller, Au 982- 
987 ; 

Second-generation deinstitutionalization, 
II: the impact of Brewster v Dukakis on 
correlates of community and hospital uti- 
lization. Geller, Au 988-993 

Bulimia see also Anorexia Nervosa; Eating 
Disorders 

Association of bulimia with sexual abuse 
(letter). Schwartz, Jy 957 

Bulimia associated with sexual trauma (let- 
ter). Solursh, Mr 373 

CSF monoamine levels in normal-weight 
bulimia: evidence for abnormal norad- 
renergic activity. Kaye, Fe 225—229 

CSF oxytocin in anorexia nervosa and bu- 
limia nervosa: clinical and pathophysio- 
logic considerations. Demitrack, Jy 882- 
886 

Description of eating disorders in 1932. 
Stunkard, Mr 263—268 (letters: Klein; 
Margetts, Se 1253-1254) 

Greater left cerebral hemispheric metabo- 
lism in bulimia assessed by positron 


emission tomography. Wu, Mr 309-312 

Maintenance treatment and 6-month out- 
come for bulimic patients who respond 
to initial treatment. Pyle, Jy 871-875 

Psychiatric illness in relatives of patients 
with bulimia nervosa (letter). Stern, reply 
of Kassett, Oc 1381-1382 

Seasonal variation in bulimic symptoms 
(letter). Kaplan, reply of Lam, No 1579— 
1580 

Studies of the epidemiology of bulimia ner- 
vosa. Fairburn, Ap 401-408 

Successful treatment of nonpurging bulimia 
nervosa with desipramine: a double- 
blind, placebo-controlled study. Mc- 
Cann, No 1509-1513 

Bupropion 

Bupropion and delirium (letter). Liberzon, 
De 1689-1690 

Bupropion in chronic fatigue syndrome (let- 
ter). Goodnick, Au 1091 

Bupropion treatment of attention-deficit 
hyperactivity disorder in adults. Wender, 
Au 1018-1020 

Therapeutic drug monitoring of bupropion 
(letter). Preskorn, De 1690-1691 

Burns 

Substance abuse and attempts at suicide by 
burning (letter). Swenson, Je 811 

Buspirone 

Buspirone augmentation of fluoxetine in 
obsessive-compulsive disorder. Marko- 
vitz, Je 798—800 

Possible induction of mania by buspirone 
(letter). McDaniel, Ja 125-126 
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Caffeine 

Caffeine augmentation of ECT. Cotfey, My 
579-585 

Cancer 

Diagnosis of major depression in cancer pa- 
tients according to four sets of criteria. 
Kathol, Au 1021—1024 

Somatic symptoms and the diagrosis of de- 
pression in medically ill patients (letter). 
Craven, Je 814-815 

Capgras’ Syndrome 

Unusual case of Capgras’ syndrome (letter). 
Chadda, Mr 369—370 

Carbamazepine 

Addition of lithium carbonate to carba- 
mazepine: hematological and thyroid ef- 
fects. Kramlinger, My 615-620 

Carbamazepine and SIADH (letter). Coon- 
ey, reply of Khan, Au 1101-1102 

Case in which carbamazepine attenuated 
cocaine “rush” (letter). Sherer, Jy 950 

Is the carbamazepine-phenelzine combina- 
tion safe? {letrer), Yatham, Mr 367 (let- 
ter: Greenspan, No 1576-1577) 

Neuroleptic malignant syndrome associated 
with withdrawal from carbamazepine 
(letter). Keepers, De 1687 

Oxazepam and carbamazepine for alcohol 
withdrawal (letter). Ames, reply of Mal- 
colm, Mr 375~376 

Possible synergistic anticonvulsant effect of 
propranolol and carbamazepine (letter). 
Renshaw, De 1687—1688 
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Carbon Diexide 

Acetazolamide zs a control for CO,-in- 
duced panic (lettes). Klein, reply of 
Mathew, My 577-678 

Response ta 35% CQ, as a marker of panic 
in severe anxiety. Griez, Je 796-797 

Cardiac Dysfunction 

Panic disorder and cardiovascular/cere- 
brovascular problems: results from a 
community survey. Weissman, No 1504— 
1508 

CAT Scan see CT 

Catatonia see Lethal Catatonia 

Cerebellar Pathology sez Brain Disorders 

Cerebral Blood Flow 

Anxiety and cerebral blood flow. Mathew, 
Jy 838-849 

Chronicity and < low anteroposterior gra- 
dient of cerebral blaod flow in schizo- 
phrenia. Mathew, Fe 211-213 

99™Tc-Hexamethylpropyleneamine oxime 
single photon 2missizn CT in poststroke 
depression. Schwartz, Fe 242-244 

Cerebral Hemispheres 

Interhemispheric transfer deficit in alexi- 
thymia (letter). Merriam, reply of Zeitlin, 
Jy 955-956 

Cerebrovascular Accident see Stroke 

Child Abuse see also S2xual Abuse 

Accuracy of adults’ reports of abuse in 
childhood (letter), Rich, reply of Briere, 
Oc 1389-1390 

Child sexual abuse in west China (letter). 
Yuan, Fe 258 

Childhood antecedents of antisocial behav- 
ior: parental alcoholism and physical 
abusiveness. Pollock, Oc 1290-1293 

Childhood sexual ane physical abuse in 
adult patients with dorderline personal- 
ity disorder. Cgata, Au 1008-1013 

Dissociative symptoms in relation to child- 
hood physical and sexual abuse. Chu, Jy 
887-892 

Frequency and correlates of childhood sex- 
ual and physical abuse histories in adult 
female borderline patients. Shearer, Fe 
214-216 

Sexual and physical abrse histories and psy- 
chiatric symptoms among male psychiat- 
ric outpatients. Swett, My 632-636 

Child Psychiatry 

Coming crisis in funding child psychiatry 
training. McKelvey, Se 1220-1224 ` 

Children 

Association of bulimia with sexual abuse 
(letter). Schwartz, Jy 957 

Childhood panic disorder with agorapho- 
bia (letter). Lundy, Mr 376—377 

Children with panic cisorder (letter). Vi- 
tiello, reply of Moreau, Mr 377 

Children’s PTSD reactizns one year after a 
sniper attack at their school. Nader, No 
1526—1530 

Community study of anxiety in children 
and adolescents. Kashani, Mr 313—318 

Correlates of anxiety in psychiatrically hos- 
pitalized children ans their parents. Ka- 
shani, Mr 319—323 

Family functioning and major depression: 
an overview. Keitner, Se 1128—1137 

Is locked seclusion necessary for children 
under the age o: 14? Antoinette, Oc 1283- 
1289 
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Moddclation of the startle response in chil- 
dren with PTSD (letter). Pitman, reply of 
Ornitz, Je 814-815 

Parents’ awareness of children’s suicide at- 
tempts. Walker, Oc 1364-1366 

Prediction of adult-onset schizophrenia 
from childhood home movies of the pa- 
tients. Walker, Au 1052-1056 

Psychiatric status of adolescents who had 
extreme temperaments at age 7. Ma- 
ziade, No 1531-1536 

Psychiatrist and the juvenile justice system 
(off acts). American Psychiatric Associa- 
tion Committee on Juvenile Justice Is- 
sues, No 1584-1586 

Response to the presidential address: our 
children, our future. Benedex, Se 1120— 
1125 

Risk factors and correlates of severe psychi- 
atric disorders in a sample of inpatient 
children. Kashani, Je 780-784 

Tarasoff and threats of patricide by a 
9-year-old boy (letter). Myers, Ap 535— 
536 

China 

Child sexual abuse in west China (letter). 
Yuan, Fe 258 

Neuroleptic malignant syndreme in 12 of 
9,792 Chinese inpatients exposed to neu- 
roleptics: a prospective study. Deng, Se 
1149-1155 

Transethnic adoption and personality 
traits: a lesson from Japanese orphans re- 
turned from China to Japan. Tseng, Mr 
330-335 (letter: Jensen, No 1578) 

Witch doctors and mental illness in main- 
land China: a preliminary study. Li, Fe 
221-224 

Chronically Ill Patients | 

Empicical literature review of definitions of 
severe and persistent mental ‘illness. 
Schinnar, De 1602~1608 

Evolution of systems of mental health care: 
the Arizona experience. Santiago, Fe 
143—155 

Predictions about new long-stay patients: 
were they valid? Okin, De 1596—1601 

Stressing the issue of homelessness in resi- 
dency training (letter). Kass, Jy 963 

Cigarettes see Nicotine 

Classification see Diagnosis and Classifica- 
tion 

Claustrophobia 

Comment on DSM-III-R panic disorder 
with agoraphobia (letter). Ferracuti, No 
1573—1574 

Clonazepam 

Clonazepam treatment of tardive dyskine- 
sia: a practical GABAmimetic strategy. 
Thaker, Ap 445-451 

Clozapine 

Atypical responder to clozapine (letter). 
Wood, Mr 369 

Clozapine and seizures. Haller, Au 1069- 
1071 

Influence of patient-related variables on 
clazapine plasma levels. Haring, No 
1471-1475 

Weight gain associated with clozapine. Co- 
hen, Ap 503-504 (letters: Leadbetter; 
Carson, De 1693-1694) 
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Cocaine 

Case in which carbamazepine attenuated 
cocaine “rush” (letter). Sherer, Jy 950 

Cocaine abuse among schizophrenic pa- 
tients. Brady, Se 1164-1167 

Cocaine/“‘crack” dependence among psy- 
chiatric inpatients. Bunt, No 1542—1546 

Effects of chronic cocaine abuse on postsyn- 
aptic dopamine receptors. Volkow, Je 
719-724 

Lithium treatment for cocaine abusers with 
bipolar spectrum disorders. Nunes, My 
655-657 

Serum prolactin levels during extended co- 
caine abstinence. Swartz, Je 777—779 

Sudden death from acute cocaine intoxica- 
tion in Virginia in 1988. McKelway, De 
1667-1669 

Use of unproven and unapproved drugs to 
treat cocaine addiction (letter). Wedding- 
ton, No 1576 

Cognition see also Brain Disorders 

Alzheimer’s disease and depression: neuro- 
psychological impairment and progres- 
sion of the illness. Lopez, Jy 855-860 

Cognitive effects of corticosteroids. Wol- 
kowitz, Oc 1297-1303 

Cognitive features of borderline personality 
disorder. Zanarini, Ja 57-63 (letter: 
Kirsten, Oc 1386-1387) 

Dysfunctional attitudes in depressed pa- 
tients before and after clinical treatment 
and in normal control subjects. Peselow, 
Ap 439-444 (letter: O’Leary, De 1696- 
1697) 

Dyskinetic movements, cognitive impair- 
ment, and negative symptoms in elderly 
neuropsychiatric patients. Karson, De 
1646-1649 

Neuropsychiatric manifestations of altered 
thyroid state. Denicoff, Ja 94-99 

Relationship of cognitive factors to CSF 
corticotropin-releasing hormone in de- 
pression. De Jong, Mr 350-352 

Remediation of cognitive deficits in schizo- 
phrenia. Bellack, De 1650-1655 

Cognitive Therapy 

Computer-administered cognitive-behavioral 
therapy for depression. Selmi, Ja 51-56 

College Students 

Drug use and life style among college un- 
dergraduates in 1989: a comparison with 
1969 and 1978. Pope, Au 998-1001 

Combat 

Convergent validity of measures of PTSD in 
Vietnam combat veterans. McFall, My 
645-648 

Estimating the number of suicides among 
Vietnam veterans. Pollock, Je 772-776 

Physiological evidence of exaggerated star- 
tle response in a subgroup of Vietnam 
veterans with combat-related PTSD. But- 
ler, Oc 1308—1312 

Risk factors for PTSD and other diagnoses 
in a general sample of Vietnam veterans. 
Green, Je 729-733 

Combined Drug Therapy see Drug Combi- 
nations 

Commitment, Civil 

Medicine court, II: Rivers in practice. De- 
Land, Ja 38-43 

Psychiatry takes to the streets: the New 
York City initiative for the homeless 
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-mentally ill. Marcos, No 1557-1561 

Community Care see Deinstitutionalization 

, Comorbidity 

i Comorbidity of major depression and anx- 

| iety disorders in twin pairs. Torgersen, Se 

| 1199-1202 

! Comorbidity of psychiatric disorders in ad- 

| olescents (letters). Cornwall; Calache, re- 
ply of Bukstein, My 681-682 

| Syndrome comorbidity in patients with ma- 
jor depression or dysthymia: prevalence 

' and temporal relationships. Sanderson, 

| Au 1025-1028 

‘UCLA-University of Utah epidemiologic 
survey of autism: the etiologic role of 

( rare diseases. Ritvo, De 1614-1621 

| Compliance 

‘Psychological distress related to sexual 
abuse in a patient undergoing hemodial- 

| ysis (letter). Krawczyk, My 673-674 

: Computerized Tomography see CT 

: Computers 

i Computer-administered cognitive-behav- 
ioral therapy for depression. Selmi, Ja 
51-56 

i Conduct Disorder 

: Comments on the conduct disorder diagno- 

' sis (letter). Jenkins, Je 812~813 

, Confidentiality 

| New extension of the Tarasoff decision (let- 

| ter). Goldstein, Se 1250-1251 

' Consultation-Liaison Psychiatry 

| Comparison of manual and MEDLARS re- 
views of the literature on consultation- 
liaison psychiatry. Bareta, Au 1040-1042 

Importance of consultation-liaison psychia- 

try (letter). Saravay, Ap 538 

! Maladaptive denial of physical illness: a 

| proposal for DSM-IV. Strauss, Se 1168— 

| 1172 

ı Contraceptives 

| Effect of menstrual cycle phase and oral 

| contraceptive use on serum lithium levels 

| after a loading dose of lithium in normal 
women. Chamberlain, Jy 907—909 

! Convulsions see Seizures 

| Corrections 

| Cohen LJ, Test MA, Brown RL: Suicide and 

| schizophrenia: data from a prospective 

| community treatment study (147:602— 

| 607), Au 1110 

| Glick ID: bk rev, A Rothenberg: The Cre- 
ative Process of Psychotherapy (146: 

| 675). Fe 262 

| Havens L, Fields M: bk rev, TH McGlash- 

an, CJ Keats: Schizophrenia: Treatment, 

Process, Outcome (147:248). Je 822 

, Hoffman R: bk rev, L Weiskrantz (ed): 
Thought Without Language (147:365— 

: 366). Au 1110 

| Jenike MA, Baer L, Summergrad P, Min- 

:  ichiello WE, Holland A, Seymour R: Ser- 

:  traline in obsessive-compulsive disorder: 

| 


a double-blind comparison with placebo 
(147:923-—928). Oc 1393 
` Severino SK, Hurt SW, Shindledecker RD: 
Spectral analysis of cyclic symptoms in 
late luteal phase dysphoric disorder (146: 
1159). Jy 964 
 Corticotropin-Releasing Hormone 
Relationship of cognitive factors to CSF 
corticotropin-releasing hormone in de- 
pression. De Jong, Mr 350-352 
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Costs of Medical Care 

Aftermath of the Rogers decision: assessing 
the costs. Schouten, Oc 1348—1352 

Relation of psychopathology in general 
medical inpatients to use and cost of 
services. Levenson, No 1498—1503 

Utilization management: managed or man- 
gled psychiatric care? (editorial). Sharf- 
stein, Au 965-966 

Utilization management of mental health 
services by private third parties. Tischler, 
Au 967-973 

Course of Psychiatric Disorder 

Alzheimer’s disease and depression: neuro- 
psychological impairment and progres- 
sion of the illness. Lopez, Jy 855—860 

Diagnosis and clinical course of erotomanic 
and other delusional patients. Rudden, 
My 625—628 

Progression of illness in the differential di- 
agnosis of primary dementia. Zubenko, 
Ap 435-438 (letters: Walsh; Férstl, De 
1694-1696) 

Court Decisions see Forensic Psychiatry 

Crime 

Autonomic orienting responses in 15-year- 
old male subjects and criminal behavior 
at age 24. Raine, Jy 933-937 

Violent crime arrest rates of White House 
Case subjects and matched control sub- 
jects. Shore, Je 746-750 

CT 

Role of gender in studies of ventricle en- 
largement in schizophrenia: a predomi- 
nantly male effect. Flaum, Oc 1327- 
1332 

7°™Tc-Hexamethylpropyleneamine oxime 
single photon emission CT in poststroke 
depression. Schwartz, Fe 242—244 

Ventricular abnormalities in affective disor- 
der: clinical and demographic correlates. 
Andreasen, Jy 893-900 

Cults 

Cults and zealous self-help movements: a 
psychiatric perspective. Galanter, My 
543—551 (letter: Lazarus, Oc 1390) 

Cultural Psychiatry 

Assessing symptom change in Southeast 
Asian refugee survivors of mass violence 
and torture. Mollica, Ja 83—88 

Child sexual abuse in west China (letter). 
Yuan, Fe 258 

Critical review of epidemiological studies of 
Puerto Rican mental health. Guarnaccia, 
No 1449-1456 

Koro: proposed classification for DSM-IV. 
Bernstein, De 1670—1674 

Multiple personality disorder in India (let- 
ters). Downs; Rathbun, reply of Adityan- 
jee, Se 1260-1261 

Neuroleptic malignant syndrome in 12 of 
9,792 Chinese inpatients exposed to neu- 
roleptics: a prospective study. Deng, Se 
1149-1155 

Perspectives on psychiatry from Asian cul- 
tures (letter). Scott, Oc 1392 

Prevalence of posttraumatic stress disorder 
and its clinical significance among South- 
east Asian refugees. Kinzie, Jy 913-917 

Socioeconomic status, ethnicity, psycholog- 
ical distress, and readiness to utilize a 
mental health facility. Briones, Oc 1333- 
1240 


Symptoms of major depression among 
Mexican-Americans and non-Hispanic 
whites. Golding, Jy 861-866 

Transethnic adoption and personality 
traits: a lesson from Japanese orphans re- 
turned from China to Japan. Tseng, Mr 
330~335 (letter: Jensen, No 1578) 

Witch doctors and mental illness in main- 
land China: a preliminary study. Li, Fe 
221-224 

Cyclothymia 

Cyclothymia and the kindling hypothesis 
(letter). Jones, reply of Fichtner, Je 818— 
819 


D 


Dangerousness see Violence 

Darkness, Adaptation to 

Reduced dark-adaptation: an indication of 
lithium’s neuronal action in humans. 
Emrich, My 629-631 

Day Care 

Evaluation of a mental health program for 
homeless men. Caton, Mr 286-289 

Death 

Sudden death from acute cocaine intoxica- 
tion in Virginia in 1988. McKelway, De 
1667-1669 

Defensiveness 

Inverse relationship between defensiveness 
and lifetime prevalence of psychiatric dis- 
order. Lane, My 573-578 

Deinstitutionalization 

Second-generation deinstitutionalization, I: 
the impact of Brewster v Dukakis on 
state hospital case mix. Geller, Au 982- 
987 

Second-generation _deinstitutionalization, 
II: the impact of Brewster v Dukakis on 
correlates of community and hospital uti- 
lization. Geller, Au 988—993 

Déjà Vu 

Déja vu experience: remembrance of things 
past? Sno, De 1587—1595 

Delinquency 

Mortality in a group of formerly incarcer- 
ated juvenile delinquents. Yeager, My 
612-614 

Psychiatrist and the juvenile justice system 
(off acts). American Psychiatric Associa- 
tion Committee on Juvenile Justice Is- 
sues, No 1584-1586 

Delirium 

Bupropion and delirium (letter). Liberzon, 
De 1689-1690 

Low serum albumin levels and risk of delir- 
ium (letter). Trzepacz, My 675 

Delusions 

Delusions in newly admitted residents of 
nursing homes. Morriss, Mr 299-302 

Diagnosis and clinical course of erctomanic 
and other delusional patients. Rudden, 
My 625-628 

Nondelusional or borderline erotomania 
(letter). Meloy, reply of Segal, Je 820- 
$21 

Dementia see also Alzheimer’s Disease 

Depression in dementia of the Alzheimer 
type and in multi-infarct dementia. 
Fischer, No 1484-1487 

Erotomania and senile dementia {letter}. 
Carrier, Au 1092 
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Lorazepam treamxent of resistive aggression 
in dementia ( eter). Fritz, Se 1250 

Neuropathologi=<l findings in patients with 
clinical diagrcses of probable Alzhei- 
mer’s disease. Risse, Fe 168—172 

Pharmacologic -reatrrent of noncognitive 
behavioral ds-urbences in elderly de- 
mented patients. Coccaro, De 1640- 
1645 

Progression of ilmess in the differential di- 
agnosis of prmary dementia. Zubenko, 
Ap 435-438 (Etters: Walsh; Férstl, De 
1694-1696) 

Treatment of depressed dementia patients 
(letter). Walsh, Je 814 

Treatment of d=press.on in patients with 
dementi (leter). Lam, reply of Ram- 
chandan:, Ja 130-131 

Denial 

Maladaptive denal of physical illness: a 
proposal for DsM-LV. Strauss, Se 1168— 
1172 

Depression, Diagnosis of 

Biases in femily essessments of depression 
in patients wok Alzheimer’s disease (let- 
ter). Sckulz, reply of Mackenzie, Mr 
377-378 

Diagnosis af ma er depression in cancer pa- 
tients according to four sets of criteria. 

. Kathol, Au 1821-1924 

Somatic symptoms and the diagnosis of de- 
pression in medically ill patients (letter). 
Craven, Je 814-815 

Substituting norsomatic for somatic symp- 
toms in the d agnosis of depression (let- 
ter). Chaturvedk, reply of Rapp, Jy 958- 
959 

Variability in the application of contempo- 
rary diagnost c criteria: endogenous de- 
pression as ar example. Zimmerman, Se 
1173-1179 

Depression, Research in 

Alzheimer’s disease anc. depression: neuro- 
psychological impa:rment and progres- 
sion of the illness. Lopez, Jy 855-860 

“Anger attacks” >ossible variants of panic 
and major depressive disorders. Fava, Jy 
867-870 

Association between family history of affec- 
tive discrder znd the depressive syn- 
drome o? Alzneimer’s disease. Pearlson, 
Ap 452-456 

Biological basis of an antidepressant re- 
sponse to sleep deprivation and relapse: 
review and kyvothesis. Wu, Ja 14-21 
(letters: Southcrayd; Germine, Au 1102- 
1103) 

Comorbidity of major depression and anx- 
iety disorders m twin pairs. Torgersen, Se 
1199-1202 

Comparison of self-rated and clinician- 
rated measures of cepression in adoles- 
cents. Shain, fe 793-795 

CSF S-HIAA ard HVA concentrations in 
elderly depres: ed patients who attempted 
suicide. Jones. Se 1225—1227 

Depression in d2ment.a of the Alzheimer 
type and in mul:i-infarct dementia. 
Fischer, No 1464-1487 

Depressive episodes and dysphoria resulting 
from conjugal kereavement in a prospec- 
tive communiry samrle. Bruce, My 608— 
611 
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Discriminant validity study of negative 
symptoms with a special focus on depres- 
sion and antipsychotic medication. 
Lewine, No 1463-1466 

Dysfunctional attitudes in depressed pa- 
tients before and after clinicel treatment 
and in normal control subjec-s. Peselow, 
Ap 439—444 (letter: O’Leary, De 1696— 
1697) 

Family functioning and major depression: 
an overview. Keitner, Se 1128—1137 
99mT-c-Hexamethylpropyleneamine oxime 
single photon emission CT ir poststroke 

depression. Schwartz, Fe 242-244 

Left prefrontal glucose hypometabolism in 
the depressed state: a confirmation. Mar- 
tinct, Oc 1313-1317 

Major depression in patients with social 
phcbia. Stein, My 637-639 

Outcome of patients with chronic affective 
disorder: a five-year follow-up. Coryell, 
De 1627—1633 

Patterns of depressive symptoms in expect- 
ant and new parents. Raskin, My 658— 
660 

Personality differences between patients 
wita remitted melancholic and nonmel- 
ancholic depression. Boyce, No 1476- 
14&3 

Relationship of cognitive factors to CSF 
corzicotropin-releasing hormone in de- 
pression. De Jong, Mr 350—352 

Religious belief, depression, and ambula- 
tion status in elderly women with broken 
hips. Pressman, Je 758-760 

Review of the depressive personality. Phil- 
lips, Jy 830-837 

Role of depression in couples involved in 
murder-suicide and homicide. Rosen- 
baum, Au 1036-1039 

Seasonal independence of decreased in- 
traocular pressure dynamics in season- 
ally depressed women (letter). Stojek, No 
1574—1575 

Short REM latency in primary alcoholic pa- 
tients with secondary depression. Gillin, 
Ja 106-109 

Subcartical hyperintensity on magnetic res- 
onance imaging: a compariscn of normal 
and depressed elderly subjects. Coffey, Fe 
187—189 

Sympzom criteria and family history in ma- 
jor depression. Klein, Jy 850—854 

Symptoms of major depression among 
Mexican-Americans and non-Hispanic 
whites. Golding, Jy 861-866 

Syndrome comorbidity in patients with ma- 
jor depression or dysthymia: prevalence 
and temporal relationships. Sanderson, 
Au 1025-1028 | 

Temporal relationship between depressive 
and psychotic symptoms in recent-onset 
schizophrenia. Green, Fe 179-182 

Treatment of hyperprolactinemia in major 
depression (letter), Holroyd, Je 810 

Ventricular abnormalities in affective disor- 
der: clinical and demographic correlates. 
Andreasen, Jy 893—900 

Depression, Treatment of 

Adequacy of pharmacological treatment 
(letter). Bradwejn, reply o7 Miller, Jy 
953-954 

Amoxapine versus amitriptyline combined 
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with perphenazine in the treatment of 
psychotic depression. Anton, Se 1203- 
1208 

Antidepressant and cognitive behavior ther- 
apy for an AIDS patient (letter). Bhugra, 
Fe 256 

Antidepressant pharmacotherapy of depres- 
sion associated with multiple sclerosis. 
Schiffer, No 1493-1497 

Biological basis of an antidepressant re- 
sponse to sleep deprivation and relapse: 
review and hypothesis. Wu, Ja 14-21 
(letters: Southmayd; Germine, Au 1102- 
1103) 

Caffeine augmentation of ECT. Coffey, My 
579-585 

Computer-administered cognitive-behavioral 
therapy for depression. Selmi, Ja 51-56 

Effect of imipramine on depression and im- 
mune status in a sample of men with HIV 
infection. Rabkin, Ap 495-497 

Effects of pill-giving on maintenance of pla- 
cebo response in patients with chronic 
mild depression. Rabkin, De 1622-1626 

Evidence for less improvement in depres- 
sion in patients taking benzodiazepines 
during unilateral ECT. Pettinati, Au 
1029-1035 

Fluoxetine and elevated plasma levels of tri- 
cyclic antidepressants (letter). Downs, Se 
1251 

Law, science, and psychiatric malpractice: a 
response to Klerman’s indictment of psy- 
choanalytic psychiatry. Stone, Ap 419- 
427 

Marital therapy: a viable treatment for de- 
pression and marital discord. O’Leary, 
Fe 183-186 

Oral S-adenosylmethionine in depression: a 
randomized, double-blind, placebo-con- 
trolled trial. Kagan, My 591-595 

Personality disorders and treatment out- 
come in the NIMH Treatment of Depres- 
sion Collaborative Research Program. 
Shea, Je 711-718 

Platelet MAO inhibition, urinary MHPG, 
and leukocyte B-adrenergic receptors in 
depressed patients treated with phenel- 
zine. Sharma, Oc 1318-1321 

Please, no more “ECT” (letter). Kellner, Au 
1092-1093 

Psychiatric patient’s right to effective treat- 
ment: implications of Osheroff v Chest- 
nut Lodge. Klerman, Ap 409-418 

Response to treatment with antidepressants 
of patients with severe or moderate non- 
psychotic depression and of patients with 
psychotic depression. Kocsis, My 621- 
624 

Right versus left unilateral ECT (letter). An- 
drade, reply of Abrams, Oc 1382 

T; augmentation of a tricyclic antidepres- 
sant in a patient receiving T, mainte- 
nance therapy (letter). Cooke, Fe 255 

Toward a clinical model of psychotherapy 
for depression, I: systematic comparison 
of three psychotherapies. Karasu, Fe 
133-147 (letters: Klumpner; Huessy, Oc 
1385) 

Toward a clinical model of psychotherapy 
for depression, II: an integrative and se- 
lective treatment approach. Karasu, Mr 
269-278 


‘Treatment of depressed dementia patients 
( letter). Walsh, Je 814 
iTreatment of depression in patients with 
dementia (letter). Lam, reply of Ram- 
chandani, Ja 130-131 
Value of the DST for predicting response of 
patients with major depression to hospi- 
| talization and desipramine. Nelson, No 
| 1488-1492 
.Desipramine 
‘Antidepressant pharmacotherapy of depres- 
sion associated with multiple sclerosis. 
Schiffer, No 1493-1497 
Desipramine and its 2-hydroxy metabolite 
in patients taking or not taking metha- 
done (letter). Kosten, Oc 1379-1380 
Successful treatment of nonpurging bulimia 
' nervosa with desipramine: a double- 
blind, placebo-controlled study. Mc- 
Cann, No 1509-1513 
Use of unproven and unapproved drugs to 
treat cocaine addiction (letter). Wedding- 
ton, No 1576 
' Value of the DST for predicting response of 
patients with major depression to hospi- 
talization and desipramine. Nelson, No 
1488—1492 
Developmental Processes 
Developmental history and object relations 
| in psychiatrically disturbed adolescent 
_ girls. Westen, Au 1061-1068 
' Dexamethasone Suppression Text 
Alexithymic features in relation to the dex- 
amethasone suppression test in a Finnish 
population sample. Lindholm, Se 1216— 
1219 
Value of the DST for predicting response of 
patients with major depression to hospi- 
,  talization and desipramine. Nelson, No 
1488-1492 
' Dextromethorphan 
Psychoactive abuse potential of Robi- 
tussin-DM (letter). Helfer, My 672-673 
Diabetes 
' Evidence of the role of psychosocial factors 
in diabetes mellitus: a review. Helz, Oc 
1275-1282 
' Diagnosis and Classification 
Antidepressant-induced mania (letter). Lens- 
graf, No 1569 
Antisocial personality disorder in patients 
with substance abuse disorders: a prob- 
lematic diagnosis? Gerstley, Fe 173-178 
, (letter: Hume, Se 1254) 
| Comment on DSM-III-R panic disorder 
with agoraphobia (letter). Ferracuti, No 
1573—1574 
Comments on the conduct disorder diagno- 
sis (fetter). Jenkins, Je 812—813 
Criteria for self-defeating personality disor- 
der (letter). Mossman, reply of Spitzer, 
Au 1107-1108 
Critical review of epidemiological studies of 
Puerto Rican mental health. Guarnaccia, 
No 1449-1456 
Debate on late luteal phase dysphoric dis- 
order (letter), Hamilton, reply of Spitzer, 
Au 1106-1107 
' Diagnosis and classification of erotomania 
(letter). Wood, reply of Segal, Oc 1388- 
1389 
‘ Diagnosis and clinical course of erotomanic 
and other delusional patients. Rudden, 
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My 625—628 

Diagnosis of major depression in cancer pa- 
tients according to four sets of criteria. 
Kathol, Au 1021—1024 

Diagnostic criteria for epilepsy-related men- 
tal changes (letter). Blumer, My 676—677 

Differential diagnosis and classification of 
apathy. Marin, Ja 22-30 

Discriminating borderline personality dis- 
order from other axis II disorders. Zan- 
arini, Fe 161-167 

DSM-IH-R and religion (letter). Post, Je 
813 

DSM-IV: work in progress. Frances, No 
1439-1448 

Empirical literature review of definitions of 
severe and persistent mental illness. 
Schinnar, De 1602—1608 

Factor structure of self-report DSM-HI axis 
II symptoms and their relationship to cli- 
nicians’ ratings. Hyler, Je 751-757 

Gender weighting of DSM-III-R person- 
ality disorder criteria. Sprock, My 586— 
590 

Identifying criteria for narcissistic person- 
ality disorder. Ronningstam, Jy 918— 
922 

Irritable bowel syndrome and psychiatric 
il’ness. Walker, My 565—572 

Koro: proposed classification for DSM-IV. 
Bernstein, De 1670-1674 

Late luteal phase dysphoric disorder and 
ESM-HI-R (letter). Pearlman, reply of 
Spitzer, Mr 378-379 

Legitimacy of factitious disorder diagnoses 
(letter). Hoffman, reply of Rogers, My 
630-681 

Maladaptive denial of physical illness: a 
proposal for DSM-IV. Strauss, Se 1168— 
1172 

Natural history of alcohol abuse: implica- 
tions for definitions of alcohol use disor- 
ders. Hasin, No 1537-1541 

Need for clearer thinking about diagnostic 
criteria (letter). Cohen, Fe 261-262 (let- 
ter: Simon, De 1699—1700) 

Neuropathological findings in patients with 
clinical diagnoses of probable Alzhei- 
mer’s disease. Risse, Fe 168—172 

Nondelusional or borderline erotomania 
(letter). Meloy, reply of Segal, Je 820- 
821 

Obsession or worry? (letter). Mackenzie, 
No 1573 

Organic mental disorders and DSM-IV (let- 
ter). Lipowski, Jy 947 

Personality differences between patients 
with remitted melancholic and nonmel- 
ancholic depression. Boyce, No 1476— 
1483 

Psychiatric diagnosis before serological test- 
ing for the human immunodeficiency vi- 
rus. Perry, Ja 89-93 

PT Barnum and the borderline personality 
disorder muddle (letter). Alpher, reply of 
Swartz, Ap 540 

Reliability of categorical and dimensional 
judgments of personality disorder. Heu- 
mann, Ap 498—500 

Review of the depressive personality. Phil- 
lips, Jy 830-837 

Schizotypal personality and brief reactive 
psychosis (letter). Olfson, Ap 535 


Simple schizophrenia not so simple (letter). 
Prakash, reply of Black, Au 1108-1109 

Structured Clinical Interview for DSM-III-R 
Dissociative Disorders: preliminary re- 
port on a new diagnostic instrument. 
Steinberg, Ja 76—82 (letters: Kirsten, Oc 
1386-1387; Ross, De 1698-1699) 

Structured interview data on 102 cases of 
multiple personality disorder from four 
centers. Ross, My 596—601 (letter: Nak- 
dimen, No 1580) 

Structured interviews for borderline person- 
ality disorder. Kavoussi, No 1522-1525 

Substituting nonsomatic for somatic symp- 
toms in the diagnosis of depression (let- 
ter). Chaturvedi, reply of Rapp, Jy 958- 
959 

Symptom criteria and family history in ma- 
jor depression. Klein, Jy 850-854 

Variability in the application of contempo- 
rary diagnostic criteria: endogenous de- 
pression as an example. Zimmerman, Se 
1173-1179 

Diagnosis, Differential 

Diagnosis of Tourette’s disorder (letter). 
Ifill-Taylor, reply of Segal, Oc 1386 

Differential diagnosis and classification of 
apathy. Marin, Ja 22—30 

Differential diagnosis of schizophrenia and 
multiple personality disorcer (letter). 
Rathbun, reply of Kendler, Mr 375 (let- 
ter: Nakdimen, Se 1259-1260) 

Progression of illness in the differential di- 
agnosis of primary dementia. Zubenko, 
Ap 435-438 (letters: Walsh: Försti, De 
1694-1696) 

Variability in the application of contempo- 
rary diagnostic criteria: endogenous de- 
pression as an example. Zimmerman, Se 
1173-1179 

Disaster see also Posttraumatic Stress Dis- 
order 

Acute postdisaster psychiatric disorders: 
identification of persons at risk. Smith, 
Fe 202-206 

Dissociation 

Dissociative experiences in the general pop- 
ulation. Ross, No 1547-1552 

Dissociative symptoms in relation to child- 
hood physical and sexual abuse. Chu, Jy 
887-892 

Hypnotizability and dissociation. Frankel, 
Jy 823-829 

Relation of clinical variables to dissociative 
phenomena in eating disorders. Demi- 
track, Se 1184-1188 

Structured Clinical Interview for DSM-III-R 
Dissociative Disorders: preliminary re- 
port on a new diagnostic instrument. 
Steinberg, Ja 76-82 (letters: Kirsten, Oc 
1386—1387; Ross, De 1698-1699) 

Distractibility 

Effect of distraction on communication fail- 
ures in schizophrenic patients. Hotch- 
kiss, Ap 513-515 

Dopamine 

Brain neurotransmitter changes in three pa- 
tients who had a fatal hyperthermia syn- 
drome. Kish, Oc 1358—1363 

Effects of chronic cocaine abuse on postsyn- 
aptic dopamine receptors. Volkow, Je 
719-724 

Striatal D, dopaminergic receptors assessed 
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with positron mission tomography and 
[°Br]bromospéerone in untreated schizo- 
phrenic patien-s. Martinot, Ja 44—50 

Dosage 

Adequacy of pharmacological treatment 
(letter). Bradwejn, reply of Miller, Jy 
953-954 

Continuous versus targeted medication in 
schizophrenic outpatients: outcome re- 
sults. Carpenter, Se 1138-1148 

Dosage of fluphenazine (letters). Ritt- 
mannsberger; -laffmans, reply of Inder- 
bitzin. Fe 258-260 

Influence of patent--elated variables on 
clozapine plasma levels. Haring, No 
1471-1475 

Therapeutic drug moritoring of bupropion 
(letter). Preskozn, De 1690-1591 

Use of extremely ‘ow doses of flnphenazine 
decanoate (letter). Geller, My 672 

Doxepin 

Effects of doxepn on withdrawal symp- 
toms in smokimg cessation. Murphy, Oc 
1353-1557 

Dreams and Dreaming 

Sleep disturbance in posttraumatic stress 
disorder (letter. Ostow, Mr 274-375 

Drinking see Alcchol and Alcoholism 

Dropouts 

Effect of time-lim ted psychotherapy on pa- 
tient dropout rates. Sledge, Oc 1341- 
1347 

Drug Abuse see also Addiction; Alcohol 
and Alcoholism; Substance Use Disor- 
ders 

Anabolic steroid dependence (letter). Hays, 
Ja 122 

Case in which carbamazepine attenuated 
cocaine “rush” (letter). Sherer, Jy 950 

Case of amitripty_ine buse (letter). Delisle, 
Oc 1377-1378 

Cocaine abuse among schizoprrenic pa- 
tients. Brady, Se 1164-1167 

Cocaine/“crack” dependence among psy- 
chiatric inpatients. Bunt, No 1542-1546 

Drug use and life style among college un- 
dergraduates in 1985: a comparison with 
1969 and 197€. Pope, Au 998-1001 

Effects of chronic zoca:ne abuse cn postsyn- 
aptic dopamine receptors. Volkow, Je 
719-724 

Evidence for phys cal end psychclogical de- 
pendence on anabolic andrcgenic ste- 
roids in sight weight lifters. Brower, Ap 
510-512 

Lithium treatmen- for cocaine akusers with 
bipolar spectrum d:sorders. Nunes, My 
655-657 

Psychoactive abase potential of Robi- 
tussin-DM (letter). Helfer, My 672-673 

Rapid opioid desoxification with electro- 
sleep and naloxone (letter). Westermey- 
er, reply of Ko: ten, Jy 952-953 

Ritualistic use of fluoxetine by a former 
substance abuser (letter). Goldman, Oc 
1377 

Single photon emisior. computed tomogra- 
phy in phencyzlidine and related drug 
abuse (letter), Hertzman, Fe 255-256 

Substance abuse and arempts at suicide by 
burning ‘letter) Swenson, Je &11 

Substance tse in torderline perscnality dis- 
order, Dulit, Aa 1002—1007 
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Sudden death from acute cocaine intoxica- 
tion in Virginia in 1988. McKelway, De 
1667-1669 

Use of unproven and unapproved drugs to 
treat cocaine addiction (letter). Wedding- 
ton, No 1576 

Drug Combinations 

Addition of lithium carbonate to carba- 
mazepine: hematological and thyroid ef- 
fects. Kramlinger, My 615—620 

Amoxapine versus amitriptyline combined 
with perphenazine in the treatment of 
psychotic depression. Anton, Se 1203-— 
1208 

Anticholinergic side effects o? trazodone 
combined with another pharmacologic 
agent (letter). Chan, Ap 533 

B3uspirone augmentation of tuoxetine in 
obsessive-compulsive disorder. Marko- 
vitz, Je 798—800 

Desipramine and its 2-hydroxy metabolite 
in patients taking or not taking metha- 
done (letter). Kosten, Oc 1379-1380 

Fluoxetine and elevated plasma levels of tri- 
cyclic antidepressants (letter). Downs, Se 
1251 

Interaction of fluoxetine and pentazocine 
(letter). Hansen, Jy 949—95C 

Is the carbamazepine-phenelzine combina- 
tion safe? (letter). Yatham, Mr 367 (let- 
ter: Greenspan, No 1576—1577) 

Neuroleptic addition in fluvoxamine-re- 
fractory obsessive-compulsive disorder. 
McDougle, My 652-654 

Possible synergistic anticonvulsant effect of 
propranolol and carbamazepine (letter). 
Renshaw, De 1687-1688 

Serious adverse effects of combining fluox- 
etine and tricyclic antidepressants (let- 
ter). Preskorn, Ap 532 

T, augmentation of a tricyclic antidepres- 
sant in a patient receiving T, mainte- 
nance therapy (letter). Cooke, Fe 255 

Trial of fluoxetine added to neuroleptics 
for treatment-resistant schizophrenic pa- 
tients. Goff, Ap 492-494 

Drug Dependence see Drug Abuse 

Drug Discontinuation see Withdrawal of 
Drugs 

Drug Interactions see Drug Combinations 

Drug Levels see Blood Levels 

Drug Overdose see Overdose 

Drug Side Effects—Antidepressants 


Antidepressant-induced mania (letter). Lens- 


grat, No 1569 

Antidepressants and mania (letter). Lip- 
schitz, Mr 372 

Drug Side Effects—Bupropion 

Bupropion and delirium (lettez). Liberzon, 
De 1689-1690 

Therapeutic drug monitoring of bupropion 
(letcer). Preskorn, De 1690-1691 

Drug Side Effects—Buspirone 

Possible induction of mania by buspirone 
(letzer). McDaniel, Ja 125-126 

Drug Side Effects—Carbamazepine 

Carbamazepine and SIADH (letter). Coon- 
ey, reply of Khan, Au 1101-1102 

Drug Side Effects—Clozapine 

Clozapine and seizures. Haller, Au 1069— 
1071 

Weight gain associated with clozapine. Co- 
hen, Ap 503-504 (letters: Leadbetter; 


1732 


Carson, De 1693—1694) 

Drug Side Effects—Fluoxetine 

Anorgasmia with the use of fluoxetine (let- 
ter). Musher, Jy 948 

Antidepressant-induced mania (letter). Lens- 
graf, No 1569 

Emergence of intense suicidal preoccupa- 
tion during fluoxetine treatment. Teicher, 
Fe 207-210 (letters: Papp, Oc 1380; 
Dasgupta, Hoover, Miller, Berkley, No 
1570-1572; Tollefson, De 1691—1692) 

Exacerbation of symptoms of multiple scle- 
rosis in a patient taking fluoxetine (let- 
ter). Browning, Au 1089 

Eye tics and subjective hearing impairment 
during fluoxetine therapy (letter). Cun- 
ningham, Jy 947—948 

Interaction of fluoxetine and pentazocine 
(letter). Hansen, Jy 949—950 

Mania in a panic disorder patient treated 
with fluoxetine (letter). Sholomskas, Au 
1090-1091 

More cases of SIADH with fluoxetine (let- 
ter). Cohen, Jy 948—949 

Overcoming hypersensitivity to fluoxetine 
in a patient with panic disorder (letter). 
Giesecke, Ap 532—533 

Reappearance of menses in a patient taking 
fluoxetine (letter). Forrest, Fe 257 (letter: 
Viswanathan, De 1693) 

Serious adverse effects of combining fluox- 
etine and tricyclic antidepressants (let- 
ter). Preskorn, Ap 532 

Transient SIADH associated with fluoxe- 
tine (letter). Staab, No 1569—1570 

Drug Side Effects—Ketoconazole 

Psychiatric reaction to ketoconazole (let- 
ter). Sonino, reply of Fisch, My 677 

Drug Side Effects—Lithium 

Reduced dark-adaptation: an indication of 
lithium’s neuronal action in humans. 
Emrich, My 629—631 

Thyroid function and ultrasonically deter- 
mined thyroid size in patients receiving 
long-term lithium treatment. Perrild, No 
1518—1521 

Drug Side Effects—Methyldopa 

Possibility of depression as a side effect of 
methyldopa (letter). Tchen, reply of Lu- 
chins, Ja 128 

Drug Side Effects—Molindone 

Tardive dyskinesia associated with molin- 
done treatment (letter). Katz, Ja 124—125 

Drug Side Effects—Monoamine Oxidase 
Inhibitors 

MAOIs and Méniére’s syndrome (letter). 
Mattes, Ap 534 

Drug Side Effects—Neuroleptics 

Factors in the development of severe forms 
of tardive dyskinesia. Yassa, Se 1156- 
1163 

Prevalence of neuroleptic-induced dystonia 
in mania and schizophrenia. Remington, 
Se 1231-1233 

Drug Side Effects—Phenylpropanolamine 

Affective disorder following use of phenyl- 
propanolamine (letter). Grieger, Mr 367— 
368 

Drug Side Effects—Trazodone 

Anticholinergic side effects of trazodone 
combined with another pharmacologic 
agent (letter). Chan, Ap 533 


l 

Drug Studies 

Surreptitious drug use by patients in a panic 
disorder study. Clark, Ap 507—509 

Drugs, Psychotropic, see also specific drugs 

Adequacy of pharmacological treatment 
(letter). Bradwejn, reply of Miller, Jy 
953-954 

‘Continuous versus targeted medication in 
schizophrenic outpatients: outcome re- 
sults. Carpenter, Se 1138—1148 

Decisions in psychopharmacologic treat- 
ment (letter). Greenspan, No 1576-1577 

Discriminant validity study of negative 
symptoms with a special focus on depres- 
sion and antipsychotic medication. Le- 
wine, No 1463-1466 

‘Effect of medication on patients’ neuropsy- 

| chological functioning (letter). Van Or- 
den, reply of Krakowski, Ja 131 

Longitudinal study of psychotropic pre- 
scriptions in a teaching nursing home. 
Lantz, De 1637-1639 

Pharmacologic treatment of noncognitive 

' behavioral disturbances in elderly de- 
mented patients. Coccaro, De 1640- 
1645 

Sham of treatment (letter). Fleck, Au 1094— 
1095 (letter: Bloom, De 1700) 

Use of unproven and unapproved drugs to 
treat cocaine addiction (letter). Wedding- 

` ton, No 1576 

i DSM-III-R see Diagnosis and Classification 

‘DSM-IV see Diagnosis and Classification 

Duty to Protect 

Duty to protect and gun control (letter). 
Bloom, reply of Appelbaum, Mr 379- 
380 

Indiana statute on the duty to protect (let- 
ter). Murphy, reply of Appelbaum, Ap 
536 

i Psychiatrists’ involvement in lawmaking re- 
garding the duty to protect (letter). Ap- 
pelbaum, reply of Gagné, Ja 127—128 

Tarasoff and threats of patricide by a 
9-year-old boy (letter). Myers, Ap 535— 

_ S536 

Dysthymia 

‘Syndrome comorbidity in patients with ma- 
jor depression or dysthymia: prevalence 
and temporal relationships. Sanderson, 
Au 1025—1028 

Dystonia 

 Parkinsonism-dystonia syndrome and ECT 

' (letter). Lauterbach, Se 1249-1250 

Prevalence of neuroleptic-induced dystonia 
in mania and schizophrenia. Remington, 
Se 1231-1233 


' Earrings 

‘Borderline personality and multiple ear- 

' rings: a possible correlation? (letter). Ali, 
Se 1251 

Eating Disorders see also Anorexia Ner- 
vosa; Bulimia 

Description of eating disorders in 1932. 
Stunkard, Mr 263-268 (letters: Klein; 
Margetts, Se 1253-1254) 

Double-blind, placebo-controlled trial of 
fluoxetine plus behavior modification in 

' the treatment of obese binge-eaters and 
non-binge-eaters. Marcus, Jy 876-881 


Am J Psychiatry 147:12, December 1990 


oe 
` 


Psychiatric consultation for elderly patients 
who refuse to eat (letter). Berlin, Je 812 

Relation of clinical variables to dissociative 
phenomena in eating disorders. Demi- 
track, Se 1184-1188 

ECT 

Caffeine augmentation of ECT. Coffey, My 
579-585 

Comments on review of book on ECT (let- 
ter). Abrams, Mr 380 

Do repeated courses of ECT cause brain 
damage detectable by MRI? (letter). 
Scott, reply of Coffey, Mr 371-372 

ECT as an alternative to lithium for preven- 
tive treatment of bipolar disorder (letter). 
Kellner, Jy 953 

ECT as prophylactic treatment for bipolar 
disorder (letter). Abrams, Mr 373-374 

ECT for a patient with profound mental re- 
terdation (letter). Merrill, Fe 256-257 

Evicence for less improvement in depres- 
sion in patients taking benzodiazepines 
daring unilateral ECT. Pettinati, Au 
1929-1035 

Parkinsonism-dystonia syndrome and ECT 
(latter). Lauterbach, Se 1249-1250 

Please, no more “ECT” (letter). Kellner, Au 
1992-1093 

Right versus left unilateral ECT (letter). An- 
dzade, reply of Abrams, Oc 1382 

Should psychiatrists administer anesthesia 
for ECT? Pearlman, No 1553-1556 

Use of ECT in Parkinson’s disease (letter). 
Birkett, Jy 952 

Education, Psychiatric 

Coming crisis in funding child psychiatry 
training. McKelvey, Se 1220-1224 

Psychotherapy training for the psychiatrist 
or the future. Mohl, Ja 7—13 (letters: 
Kingsbury, Evans, Lurie, Werman, Mof- 
fic, Vollmer, Taylor, Au 1095-1098; 
Schwartz, Castelnuovo-Tedesco, Fine- 
stone, Se 1257-1258; Genova, Oc 1387; 
Frankel, No 1582) 

Residency training clinic in a county jail 
(letter). Santos, Oc 1379 

Whatever happened to intensive psycho- 
therapy? Altshuler, Ap 428—430 

Elderly Patients see Geriatric Psychiatry 

Eleczrical Stimulation 

Long-term follow-up of a patient who re- 
ceived electrical stimulation for chronic 
vomiting (letter), Svec, Ap 536-537 

Electrosleep 

Rapid opioid detoxification with electro- 
sleep and naloxone (letter). Wester- 
meyer, reply of Kosten, Jy 952-953 

Environment 

Allergic to life: psychological factors in en- 
vironmental illness. Simon, Jy 901-906 

Epidemiology 

Critical review of epidemiological studies of 
Puerto Rican mental health. Guarnaccia, 
No 1449-1456 

Dissociative experiences in the general pop- 
ulation. Ross, No 1547-1552 

Empirical literature review of definitions of 
severe and persistent mental illness. 
Schinnar, De 1602-1608 

Inverse relationship between defensiveness 
and lifetime prevalence of psychiatric dis- 
order. Lane, My 573-578 

Late luteal phase dysphoric disorder in 


young women. Rivera-Tovar, De 1634- 
1636 

Studies of the epidemiology of bulimia ner- 
vosa. Fairburn, Ap 401-408 

UCLA-University of Utah epidemiologic 
survey of autism: the etiologic role of 
rare diseases. Ritvo, De 1614-1621 

Update on the epidemiology of anorexia 
nervosa in a defined region of Switzer- 
land. Willi, No 1514-1517 

Epilepsy see also Seizures 

Diagnostic criteria for epilepsy-related men- 
tal changes (letter). Blumer, My 676—677 

Three cases of anorexia nervosa associated 
with temporal lobe epilepsy. Signer, Fe 
235-238 

Erotomania 

Diagnosis and classification of erotomania 
(letter). Wood, reply of Segal, Oc 1388- 
1389 

Diagnosis and clinical course of erotomanic 
and other delusional patients. Rudden, 
My 625-628 

Erotomania and senile dementia (letter). 
Carrier, Au 1092 

Nondelusional or borderline erotomania 
(letter). Meloy, reply of Segal, Je 820- 
821 

Ethics 

Paradoxical patient reactions to psychiatric 
life support: clinical and ethical consid- 
erations. Pauker, Ap 488-491 

Ethnic Differences see Cultural Psychiatry 

Evoked Potentials 

Brainstem auditory evoked response and 
subcortical abnormalities in autism. 
Thivierge, De 1609-1613 

Exhibitionism 

Fluoxetine treatment of exhibitionism (let- 
ter). Bianchi, Au 1089-1090 

Eyes 

Eye tics and subjective hearing impairment 
during fluoxetine therapy (letter). Cun- 
ningham, Jy 947-948 

Eye tracking impairment in clinically iden- 
tified patients with schizotypal personal- 
ity disorder. Siever, Je 740-745 

Reduced dark-adaptation: an indication of 
lithium’s neuronal action in humans. 
Emrich, My 629-631 

Seasonal independence of decreased in- 
traocular pressure dynamics in season- 
ally depressed women (letter). Stojek, No 
1574-1575 


Factitious IlIness 

Continued appearance of factitious post- 
traumatic stress disorder (letter). Pan- 
kratz, Je 811-812 

Failure to detect fabricated posttraumatic 
stress disorder with the use of the MMPI 
in a clinical population. Perconte, Au 
1057—1060 

Legitimacy of factitious disorder diagnoses 
(letter). Hoffman, reply of Rogers, My 
680-681 

Families 

Biases in family assessments of depression 
in patients with Alzheimer’s disease (let- 
ter). Schulz, reply of Mackenzie, Mr 
377—378 
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Family functionicg and major depression: 
an overview. Keitner, Se 1128-1137 
Psychiatric status of adolescents who had 
extreme temperaments at age 7. Ma- 

ziade, No 1532—1536 

Family History see Genetics 

Family Planning 

Family planning services for psychiatric pa- 
tients (letter). Grunebaum, reply of Cov- 
erdale, Je 821-822 

Fatigue 

Bupropion in chronic fatigue syndrome (let- 
ter). Goodnick. Au 1091 

Feminism 

Criticism of review of book on divorce (let- 
ter). Mallinger. reply of Jacobs, My 683- 
684 

Finland 

Alexithymic features in relation to the dex- 
amethasone suppression test in a Finnish 
population sample. Lindholm, Se 1216- 
1219 

Fluoxetine a 

Anorgasmia with the use of fluoxetine (let- 
ter). Musher, Jz 943 

Buspirone augmentation of fluoxetine in 
obsessive-compulsive disorder. Marko- 
vitz, Je 798-8C0 

Double-blind, placebo-controlled trial of 
fluoxetine plus behavior modification in 
the treatment of obese binge-eaters and 
non-binge-eate-s. Marcus, Jy 876—881 

Emergence of insense suicidal preoccupa- 
tion during flaoxetine treatment. Tei- 
cher, Fe 207-210 (letters: Papp, Oc 
1380; Dasgupta, Hoover, Miller, Berk- 
ley, No 1570-1572; Tollefson, De 1691~ 
1692) 

Exacerbation of symptoms of multiple scle- 
rosis in a patient taking fluoxetine (let- 
ter). Browning. Au 1089 

Eye tics and subjective hearing impairment 
during fluoxetine therapy (letter). Cun- 
ningham, Jy 947—948 

Fluoxetine and elevated plasma levels of tri- 
cyclic antidepressants (letter). Downs, Se 
1251 

Fluoxetine for adolescents with obsessive- 
compulsive disordez (letter). Liebowitz, 
Mr 370-371 

Fluoxetine for the treatment of compulsive 
facial picking ( etter). Stout, Mr 370 

Fluoxetine treatment of exhibitionism (let- 
ter). Bianchi, Au 10€9~1090 

Interaction of fluoxet.ne and pentazocine 
(letter). Hanser, Jy 549-950 

Limitations of fuoxetine (letter). Hier- 
holzer, De 1691 

Mania in a panic disorder patient treated 
with fluoxetine (letter). Sholomskas, Au 
1090-1091 

More cases of SIADH with fluoxetine (let- 
ter). Cohen, Jy 948-949 

Overcoming hypersens:tivity to fluoxetine 
in a patient wich panic disorder (letter). 
Giesecke, Ap 532-533 

Reappearance of menszs in a patient taking 
fluoxetine (letter). Forrest, Fe 257 (letter: 
Viswanathan, De 1693) 

Ritualistic use of flucxetine by a former 
substance abuser (le:ter). Goldman, Oc 
1377 

Serious adverse efects of combining fluox- 
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etine and tricyclic antidepressants (let- 
ter). Preskorn, Ap 532 : 

Toxicizy of fluoxetine in overdose (letter). 
Moore, Au 1089 

Transient SIADH associated with fluoxe- 
tine (letter). Staab, No 1569-1570 

Trial of fluoxetine added to neuroleptics 
for treatment-resistant schizophrenic pa- 
tients. Goff, Ap 492-494 

Fluphenazine 

Dosage of fluphenazine (letters). Ritt- 
mannsberger; Haffmans, reply of Inder- 
bitzin. Fe 258-260 

Use of extremely low doses of fluphenazine 
decanoate (letter). Geller, My 672 

Fluvoxamine 

Controlled trial of fluvoxamine in obses- 
sive-compulsive disorder: implications 
for a serotonergic theory. Jenike, Se 
1209-1215 

Neuroleptic addition in fluvoxamine-re- 
fractory obsessive-compulsive disorder. 
McDougle, My 652-654 

5urvivable fluvoxamine overdose (letter). 
Lebesgue, De 1689 

Forensic Psychiatry 

Aftermath of the Rogers decision: assessing 
the costs. Schouten, Oc 1348-1352 

Clinical presentation of command halluci- 
nations in a forensic population. Rogers, 
Oc 1304-1307 

Duty zo protect and gun control (letter). 
Bloom, reply of Appelbaum, Mr 379- 
380 


Suns and suicide: possible eftects of some 
specific legislation. Rich, Mr 342-346 
Indiana statute on the duty to protect (let- 
ter). Murphy, reply of Appelbaum, Ap 
536 

Law, science, and psychiatric malpractice: a 
response to Klerman’s indictment of psy- 
choanalytic psychiatry. Stone, Ap 419— 
427 

Medicine court, II: Rivers in practice. De- 
Land, Ja 38-43 

New extension of the Tarasoff decision (lzt- 
ter). Goldstein, Se 1250-1251 

Psychiatric patient’s right to effective treat- 
ment: implications of Osheroff v Chest- 
nut Lodge. Klerman, Ap 409-418 

Psychiatrist and the juvenile justice system 
(off acts). American Psychiatric Associa- 
tio: Committee on Juvenile Justice Is- 
sues, No 1584-1586 

Psychiatrists’ involvement in lawmaking re- 
garding the duty to protec: (letter). Ap- 
pelbaum, reply of Gagné, Ja 127-128 

Second-generation deinstitutionalization, I: 
the impact of Brewster v Dukakis on 
state hospital case mix. Geller, Au 982- 
987 

Second-generation _deinstitutionalization, 
II: the impact of Brewster v Dukakis on 
correlates of community and hospital uti- 
lization. Geller, Au 988—993 

Tarasoff and threats of patricide by a 
9-year-old boy (letter). Myers, Ap 535~ 
536 

Freud, Sigmund 

Case of the Wolf-Man (letter). Abraham- 
son, reply of Buckley, Jy 959-960 

Freud’s major case histories (letter). Ma- 
hony, reply of Buckley, Au 1109-1110 
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Funding 
Coming crisis in funding child psychiatry 
training. McKelvey, Se 1220-1224 


G 


GABA see y-Aminobutyric Acid 

Gender see Sex Differences 

Genetics 

Association between family history of affec- 
tive disorder and the depressive syn- 
drome of Alzheimer’s disease. Pearlson, 
Ap 452-456 

Comorbidity of major depression and anx- 
iety disorders in twin pairs. Torgersen, Se 
1199-1202 

Exclusion of the tyrosine hydroxylase gene 
in 14 panic disorder pedigrees. Mutchler, 
Oc 1367-1369 

Psychiatric illness in relatives of patients 
with bulimia nervosa (letter). Stern, reply 
of Kassett, Oc 1381—1382 

Symptom criteria and family history in ma- 
jor depression. Klein, Jy 850-854 

Tourette’s disorder in a set of reared-apart 
triplets: genetic and environmental influ- 
ences. Segal, Fe 196-199 (letter: Ifill- 
Taylor, Oc 1386) 

Tridimensional Personality Questionnaire 
scores of sons of alcoholic and nonaico- 
holic fathers. Schuckit, Ap 481—487 

Geriatric Psychiatry 

CSF 5-HIAA and HVA concentrations in 
elderly depressed patients who attempted 
suicide. Jones, Se 1225-1227 

Delusions in newly admitted residents of 
nursing homes. Morriss, Mr 299-302 

Dyskinetic movements, cognitive impair- 
ment, and negative symptoms in elderly 
neuropsychiatric patients. Karson, De 
1646-1649 

Erotomania and senile dementia (letter). 
Carrier, Au 1092 

Healthy aging and male sexual function. 
Schiavi, Je 766-771 

Late-life onset of panic disorder (letter). 
Hassan, Au 1103—1104 

Longitudinal study of psychotropic pre- 
scriptions in a teaching nursing home. 
Lantz, De 1637—1639 

Natural history of male psychological 
health, XII: a 45-year study of predictors 
of successful aging at age 65. Vaillant, Ja 
31-37 

Pharmacologic treatment of noncognitive 
behavioral disturbances in elderly de- 
mented patients. Coccaro, De 1640- 
1645 

Progression of illness in the differential di- 
agnosis of primary dementia. Zubenko, 
Ap 435-438 (letters: Walsh; Férstl, De 
1694-1696) 

Psychiatric consultation for elderly patients 
who refuse to eat (letter). Berlin, Je 812 

Religious belief, depression, and ambula- 
tion status in elderly women with broken 
hips. Pressman, Je 758-760 

Subcortical hyperintensity on magnetic res- 
onance imaging: a comparison of normal 
and depressed elderly subjects. Coffey, Fe 
187-189 


Glucose 

Glucose tolerance testing in women with 
premenstrual syndrome. Denicoff, Ap 
477-480 

‘Left prefrontal glucose hypometabolism in 

i the depressed state: a confirmation. Mar- 

tinot, Oc 1313-1317 

Grief 

Sequelae of bereavement resulting from sui- 

' cide. Ness, Mr 279-285 (letter: Wrob- 
leski, De 1698) 

Group Dynamics 

(Cults and zealous self-help movements: a 
psychiatric perspective. Galanter, My 
543-551 (letter: Lazarus, Oc 1390) 

‘Growth Hormone see Human Growth Hor- 

| mone 

‘Gun Control 

‘Duty to protect and gun control (letter). 
Bloom, reply of Appelbaum, Mr 379- 

| 380 

Guns and suicide: possible effects of some 
specific legislation. Rich, Mr 342-346 


H 


‘Hallucinations 
Auditory hallucinations and smaller supe- 
rior temporal gyrus volume in schizo- 
phrenia. Barta, No 1457-1462 
Clinical presentation of command halluci- 
nations in a forensic population. Rogers, 
Oc 1304—1307 
Predicting compliance with command hal- 
. lucinations. Junginger, Fe 245—247 
‘Handedness 
Left-handedness and ventricle size in 
schizophrenic patients (letter). Ran- 
. dolph, reply of Katsanis, My 679-680 
‘Headache 
Personality and emotional disorder in a 
community sample of migraine headache 
. sufferers. Brandt, Mr 303-308 
‘Health 
Natural history of male psychological 
health, XII: a 45-year study of predictors 
of successful aging at age 65. Vaillant, Ja 
31-37 
Psychiatric patients’ belief in general health 
factors and sin as causes of illness. Shee- 
han, Ja 112-113 
: Hearing 
Eye tics and subjective hearing impairment 
| during fluoxetine therapy (letter). Cun- 
; ningham, Jy 947—948 
Heart Failure see Cardiac Dysfunction 
Heart Rate 
Autonomic orienting responses in 15-year- 
' old male subjects and criminal behavior 
at age 24. Raine, Jy 933-937 
‘Hemispheric Asymmetry see Lateralization, 
! Cerebral 
'5-HIAA see 5-Hydroxyindoleacetic Acid 
' Hip Fracture 
' Religious belief, depression, and ambula- 
tion status in elderly women with broken 
hips. Pressman, Je 758-760 
Hispanics 
: Critical review of epidemiological studies of 
Puerto Rican mental health. Guarnaccia, 
No 1449—1456 
Socioeconomic status, ethnicity, psycholog- 
ical distress, and readiness to utilize a 
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mental health facility. Briones Oc 1333- 
1340 

Symptoms of major depression among 
Mexican-Americans and non-Hispanic 
whites. Golding, Jy 861-866 

History 

Reminiscences: 1938 and since. Romano, Je 
785-792 

HIY see Human Immunodeficiency Virus 

Homelessness 

Evaluation of a mental health program for 
homeless men. Caton, Mr 286-289 

Psychiatry takes to the streets: the New 
York City initiative for the homeless 
mentally ill. Marcos, No 1557-1561 

Stressing the issue of homelessness in resi- 
dency training (letter). Kass, Jy 963 

Will we save the homeless mentally ill? 
Lamb, My 649-651 

Homicide 

Role of depression in couples involved in 
murder-suicide and homicide. Rosen- 
baum, Au 1036-1039 

Homosexuality 

Comments on review of Male Homosexu- 
ality (letter). Friedman, reply of Cabaj, 
No 1582-1583 

Maintenance of hope in HIV-spectrum ho- 
mosexual men. Rabkin, Oc 1322—1326 

Homovanillic Acid 

CSF 5-HIAA and HVA concentrations in 
elderly depressed patients who attempted 
suicide. Jones, Se 1225—1227 

Hope 

Maintenance of hope in HIV-spectrum ho- 
mosexual men. Rabkin, Oc 1322-1326 

Hopelessness 

Relationship between hopelessness and ul- 
timate suicide: a replication with psychi- 
atric outpatients. Beck, Fe 190-195 (let- 
ter: Tomasson, No 1577) 

Hospital Psychiatry 

Avoiding negligent release: contemporary 
clinical and risk management strategies. 
Foythress, Au 994—997 

Cocaine/“crack” dependence among psy- 
chiatric inpatients. Bunt, No 1542-1546 

Is locked seclusion necessary for children 
under the age of 14? Antoinette, Oc 
1283-1289 

Neuroleptic malignant syndrome in 12 of 
9,792 Chinese inpatients exposed to neu- 
roleptics: a prospective study. Deng, Se 
1149-1155 

Paradoxical patient reactions to psychiatric 
life support: clinical and ethical consid- 
erations. Pauker, Ap 488—491 

Predictions about new long-stay patients: 
were they valid? Okin, De 1596-1601 

Regional variation in patterns of inpatient 
psychiatric care. Rosenheck, Se 1180- 
1183 

Second-generation deinstitutionalization, I: 
the impact of Brewster v Dukakis on 
scate hospital case mix. Geller, Au 982- 
987 

Second-generation _deinstitutionalization, 
li: the impact of Brewster v Dukakis on 
correlates of community and hospital uti- 
lization. Geller, Au 988—993 

Should psychiatrists administer anesthesia 
for ECT? Pearlman, No 1553-1556 

Transfers of hospitalized psychiatric pa- 


tients under Medicare’s prospective pay- 
ment system. Freiman, Ja 100-105 

Hospitalization 

Partial hospitalization: an update. Parker, 
Fe 156~160 (letters: Olfson, Se 1255; 
Nand, Oc 1390-1391) 

Value of the DST for predicting response of 
patients with major depression to hospi- 
talization and desipramine. Nelson, No 
1488-1492 

Hospitalization, Involuntary, see Commit- 
ment, Civil 

Human Growth Hormone 

Growth hormone response to growth hor- 
mone-releasing hormone in schizo- 
phrenic patients. Mayerhoff, Au 1072- 
1074 

Human Immunodeficiency Virus 

Effect of imipramine on depression and im- 
mune status in a sample of men with HIV 
infection. Rabkin, Ap 495—497 

Organic mental disorders caused by HIV: 
update on early diagnosis and treatment. 
Perry, Je 696-710 

Persistence of psychiatric symptoms in HIV 
seropositive persons (letter). Rundell, My 
674-675 

Position statement opposing mandatory 
name reporting of HIV-seropositive indi- 
viduals (off acts). American Psychiatric 
Association Commission on AIDS, Ap 
541 

Psychiatric diagnosis before serological test- 
ing for the human immunodeficiency vi- 
rus. Perry, Ja 89-93 

Humanistic Medicine 

Presidential address: defending humanistic 
values. Pardes, Se 1113-1119 

HVA see Homovanillic Acid 

5-Hydroxyindoleacetic Acid 

CSF S-HIAA and HVA concentrations in 
elderly depressed patients who attempted 
suicide. Jones, Se 1225-1227 

Hyperthermia 

Brain neurotransmitter changes in three pa- 
tients who had a fatal hyperthermia syn- 
drome. Kish, Oc 1358-1363 

Hypnosis 

Hypnotizability and dissociation. Frankel, 
Jy 823-829 

Hypnotizability of psychiatric inpatients ac- 
cording to two different scales. Pettinati, 
Ja 69-75 

Hyponatremia 

Role of cigarette use in hyponatremia in 
schizophrenic patients. Allon, Au 1075— 
1077 

Hypothalamic-Pituitary-Thyroid Axis 

Hypothalamic-pituitary-thyroic axis in so- 
cial phobia. Tancer, Jy 929-933 


I 


Idiot Savant 

Idiot savant: a reconsideration of the syn- 
drome (letter). Dieci, reply of Treffert, 
Oc 1387—1388 

Imipramine 

Effect of imipramine on depression and im- 
mune status in a sample of men with HIV 
infection. Rabkin, Ap 495-497 

Maintenance treatment and 6-month out- 
come for bulimic patients who respond 
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to initial treatment. Pyle, Jy 871-875 

Response to trea-ment with antidepressants 
of patients with serere or moderate non- 
psychotic depressicn and of patients with 
psychotic dep-ession. Kocsis, My 621— 
624 

Immune Function 

Bupropion in chmnic fatigue syndrome (let- 
ter). Goodnick, Au 1091 

Effect of imipramine on depression and im- 
mune status in.a sample of men with HIV 
infection. Rabxin, Ap 495—497 

Incest see Child Abuse; Sexual Abuse 

India 

Multiple personality disorder in India (let- 
ters). Downs; Rathun, reply of Adityan- 
jee, Se 1260-1261 

Indiana 

Indiana statute cn thz duty to protect (let- 
ter}. Murphy, reply of Appelbaum, Ap 
536 

Inositol 

Inositol second rness2nger system (letter). 
Vadnal, Jy 953 

Inpatients see Hespital Psychiatry 

Institutionalizatien 

Psychiatric symptom; and nursing home 
placement of patients with Alzheimer’s 
disease. Steele. Au 1049-1051 

Insurance 

Utilization manazement: managed or man- 
gled psychiatrc care? (editorial). Sharf- 
stein, Au 965—966 

Utilization management of mental health 
services by pri~ate chird parties. Tischler, 
Au 967-973 

Irritable Bowel Syndrome 

Irritable bowel syndrome and psychiatric 
illness. Walker, My 565—572 

Psychiatric illness and irritable bowel syn- 
drome: a comparison with inflammatory 
bowel disease. Walker, De 1656-1661 


l 


Jails see Prison Psychiatry 

Janet, Pierre 

Janet and psycho ogical trauma (letter), Sul- 
livan, reply of van der Kolk, Jy 962-963 

Japan 

Transethnic adopticn and personality 
traits: a lesson from Japanese orphans re- 
turned from China to Japan. Tseng, Mr 
330-335 (letter: Jensen, No 1578) 


E 


Ketoconazole 

Psychiatric reacton -o ketoconazole (let- 
ter). Sonino, reply of Fisch, My 677 

Kindling 

Cyclothymia anc the kindling hypothesis 
(letter). Jones, reply of Fichtner, Je 818~ 
819 

Kleine-Levin Syndrorre 

Autonomic everts in Kleine-Levin syn- 
drome (letter). Hegarty, Jy 951-952 

Koro 

Koro: proposed classification for DSM-IV. 
Bernstein, De -670-1674 


1735 


SUBJECT INDEX 


L 


Lactate see Sodium Lactate 

Late Luteal Phase Dysphoric Disorder see 
also Premenstrual Syndrome 

Debate on late luteal phase dysphoric dis- 
order (letter). Hamilton, reply of Spitzer, 
Au 1106-1107 

Late luteal phase dysphoric disorder and 
DSM-III-R (letter). Pearlman, reply of 
Spitzer, Mr 378-379 

Late luteal phase dysphoric disorder in 
young women. Rivera-Tovar, De 1634— 
1636 

Lateralization, Cerebral 

Greater left cerebral hemispheric metabo- 
lism in bulimia assessed Ly positron 
emission tomography. Wu, Mr 309-312 

Lawsuits see Forensic Psychiatry 

Lecithin 

Treatment of Alzheimer’s disease with 
short- and long-term oral THA and leci- 
thin: a double-blind study. Fitten, Fe 239— 
242 

Length of Stay | 

Predictions about new long-stay patients: 
were they valid? Okin, De 1596—1601 

Regional variation in patterns of inpatient 
psychiatric care. Rosenheck, Se 1180- 
1183 

Lethal Catatonia 

Brain neurotransmitter changes in three pa- 
tients who had a fatal hyperthermia syn- 
drome. Kish, Oc 1358-1363 

Life Events 

Impact of life events on subjects with panic 
disorder and on comparison subjects. 
Rapze, My 640-644 

Life events and the course of bipolar disor- 
der. Ellicott, Se 1194-1198 

State-dependent alterations in the percep- 
tion of life events in menstrual-related 
mocd disorders. Schmidt, Fe 230-234 

Light Therapy 

Exposure to ultraviolet B radietion during 
phototherapy (letter). Oren, My 675— 
676 


Lithium 

Addition of lithium carbonate. to carba- 
mazepine: hematological and thyroid ef- 
fects. Kramlinger, My 615—620 

Effect of menstrual cycle phase and oral 
contraceptive use on serum lithium levels 

` afte: a loading dose of lithium in normal 

wonen. Chamberlain, Jy 907—909 

Lithium treatment for cocaine abusers with 
bipolar spectrum disorders. Nunes, My 
655-657 

Reduced dark-adaptation: an indication of 
lithium’s neuronal action in humans. 
Emrich, My 629—631 

Relapse following discontinuation of lith- 

~“ jum maintenance therapy in adolescents 

` with bipolar I illness: a naturalistic sdy: 

o Strober, Ap 457—461 

Thyroid function and ultrasonically deter- 
mined thyroid. size in patients receiving 
long-term- lithium treatment. Perrild, No 
1518-1521 ` 
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Lorazepam 
Lorazepam treatment of resistive aggression 
in dementia (letter). Fritz, Se 1250 


M 


Magnetic Resonance Imaging 

Auditory hallucinations and smaller supe- 
rior temporal gyrus volume in schizo- 
phrenia. Barta, No 1457—1462 

Do repeated courses of ECT cause brain 
damage detectable by MRI? (letter). 
Scott, reply of Coffey, Mr 371-372 

Magnetic resonance imaging evidence for a 
defect of cerebral cortical development in 
autism. Piven, Je 734-739 

Role of gender in studies of ventricle en- 
largement in schizophrenia: a predomi- 
nantly male effect. Flaum, Oc 1327- 
1332 

Subcortical hyperintensity on magnetic res- 
onance imaging: a comparison of normal 
and depressed elderly subjects. Coffey, Fe 
187-189 

Malingering 

Case of malingering (letter). Labbate, Fe 
257-258 

Malpractice 

Avoiding negligent release: contemporary 
clinical and risk management strategies. 
Poythress, Au 994-997 

Law, science, and psychiatric malpractice: a 
response to Klerman’s indictment of psy- 
choanalytic psychiatry. Stone, Ap 419- 
427 

Patient’s view of doctor-patient boundaries 
(letter). Ann, a patient, reply of Gutheil, 
Oc 1391 

Patient-therapist sex (letter). Feigon, Jy 963 

Psychiatric patient’s right to effective treat- 
ment: implications of Osheroff v Chest- 
nut Lodge. Klerman, Ap 409-418 

Mania 

Antidepressant-induced mania (letter). Lens- 
graf, No 1569 

Antidepressants and mania (letter). Lip- 
schitz, Mr 372 

Mania after nicotine withdrawal (letter). 
Cohen, reply of Benazzi, Se 1254-1255 

Mania in a panic disorder patient treated 
with fluoxetine (letter). Sholomskas, Au 
1090-1091 

Manic illness presenting with physical 
symptoms (letter). Hansell, No 1575- 
1576 

Possible induction of mania by buspirone 
(letter). McDaniel, Ja 125—126 

Prevalence of neuroleptic-induced dystonia 
in mania and schizophrenia. Remington, 
Se 1231-1233 

Manic-Depression see Affective Disorders 

MAOIs see Antidepressants, Monoamine 
Oxidase Inhibitors 

Marital Therapy 

Marital therapy: a viable treatment for de- 
pression and marital discord, O’Leary, 
Fe 183-186 

Massachusetts 

Predictions about new long-stay patients: 
were they valid? Okin, De 1596-1601 


‘Second-generation deinstitutionalization, I: 


the impact of Brewster v Dukakis on 


` state hospital case mix. Geller, Au 982— 

' 987 

Second-generation _deinstitutionalization, 
Il: the impact of Brewster v Dukakis on 
correlates of community and hospital uti- 

. lization. Geller, Au 988—993 

Medical Care 

Relationship between utilization of mental 

health and medical services in a VA hos- 

pital. Massad, Ap 465—469 

Medicare 

Transfers of hospitalized psychiatric pa- 

i tients under Medicare’s prospective pay- 
ment system. Freiman, Ja 100-105 

Medication see Drugs, Psychotropic 

MEDLARS 

Comparison of manual and MEDLARS re- 
views of the literature on consultation- 
liaison psychiatry. Bareta, Au 1040- 
1042 

Melancholia see Depression 

Melatonin 

Plasma concentrations of melatonin in 

_ panic disorder. MENTS: Ap 462-464 

Memory 

Déja vu experience: PAE of things 

_ past? Sno, De 1587-1595 

Men 

Effect of imipramine on depression and im- 
mune status in a sample of men with HIV 
infection. Rabkin, Ap 495-497 

Evaluation of a mental health program for 
homeless men. Caton, Mr 286—289 

Healthy aging and male sexual function. 

= Schiavi, Je 766—771 

Maintenance of hope in HIV-spectrum ho- 
mosexual men. Rabkin, Oc 1322-1326 

Natural history of male . psychological 
health, XIL: a 45-year study of predictors 

i of successful aging-at age 65. Vaillant, Ja 
31-37 

Pharmacotherapy of four men with parure- 
sis. Hatterer, Ja 109-111 

Sexual and physical abuse histories and psy- 
chiatric symptoms among male psychiat- 
ric outpatients. Swett, My 632-636 

Tridimensional Personality Questionnaire 
scores of sons of alcoholic and nonalco- 
holic fathers. Schuckit, Ap 481-487 

‘Méniére’s Syndrome 

MAOIs and Méniére’s syndrome (letter). 
Mattes, Ap 534 

Menstrual Cycle 

Effect of menstrual cycle phase and oral 
contraceptive use on serum lithium levels 
after a loading dose of lithium in normal 
women. Chamberlain, Jy 907-909 

Reappearance of menses in a patient taking 
fluoxetine (letter). Forrest, Fe 257 (letter: 
Viswanathan, De 1693) 

State-dependent alterations in the percep- 
tion of life events in menstrual-related 
mood disorders. Schmidt, Fe 230-234 

Mental Health Services, Delivery and Utili- 
zation of 

‘Evaluation of a mental health program for 

' homeless men. Caton, Mr 286—289 

Evolution of systems of mental health care: 
the Arizona experience. Santiago, Fe 
148-155 


Monitoring quality assurance in psychiatry 


(letter). Connell, Au 1100~1101 


‘Partial hospitalization: an update. Parker, 
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Fe 156-160 (letters: Olfson, Se 1255; 
Nand, Oc 1390-1391) 

Psychiatric services in South Africa (letter). 
Levin, reply of Odejide, Je 821 

Psychiatry takes to the streets: the New 
York City initiative for the homeless 
mentally ill. Marcos, No 1557-1561 

Regional variation in patterns of inpatient 
psychiatric care. Rosenheck, Se 1180- 
1183 

Relation of psychopathology in general 
medical inpatients to use and cost of 
ervices. Levenson, No 1498-1503 

Relationship between utilization of mental 
health and medical services in a VA hos- 
pital. Massad, Ap 465—469 

Second-generation deinstitutionalization, I: 
the impact of Brewster v Dukakis on 
state hospital case mix. Geller, Au 982- 
987 

Second-generation _deinstitutionalization, 
Ii: the impact of Brewster v Dukakis on 
correlates of community and hospital uti- 
lization. Geller, Au 988—993 

Socioeconomic status, ethnicity, psycholog- 
ical distress, and readiness to utilize a 
mental health facility. Briones, Oc 1333- 
1340 

Utilization management: managed or man- 
gied psychiatric care? (editorial). Sharf- 
szein, Au 965-966 

Utilization management of mental health 
services by private third parties. Tischler, 
Au 967-973 

Will we save the homeless mentally ill? 
Lamb, My 649-651 

Witch doctors and mental illness in main- 
land China: a preliminary study. Li, Fe 
221-224 

Mental Illness see Psychopathology 

Mental Illness Awareness Week 

Evaluation of a Mental Illness Awareness 
Week program in public schools. Batta- 
glia, Mr 324-329 

Mental Retardation 

ECT for a patient with profound mental re- 
tardation (letter). Merrill, Fe 256-257 

Idiot savant: a reconsideration of the syn- 
drome (letter). Dieci, reply of Treffert, 
Cc 1387-1388 

Metabolism 

Greater left cerebral hemispheric metabo- 
lism in bulimia assessed by positron 
emission tomography. Wu, Mr 309-312 

Left prefrontal glucose hypometabolism in 
the depressed state: a confirmation. Mar- 
tinot, Oc 1313-1317 

Methadone 

Desipramine and its 2-hydroxy metabolite 
in patients taking or not taking metha- 
done (letter). Kosten, Oc 1379—1380 

3-Methoxy-4-hydroxyphenylglycol 

Platelet MAO inhibition, urinary MHPG, 
and leukocyte 8-adrenergic receptors in 
depressed patients treated with phenel- 
zine. Sharma, Oc 1318~1321 

Methyldopa 

Possibility of depression as a side effect of 
methyldopa (letter). Tchen, reply of 
Luchins, Ja 128 

Methylphenidate 

Effects of methylphenidate on early adoles- 
cent growth. Vincent, Ap 501-502 


MHPG see 3-Methoxy-4-hydroxyphenyl- 
glycol 

Mind see Brain-Mind Relationship 

MMPI 

Failure to detect fabricated posttraumatic 
stress disorder with the use of the MMPI 
in a clinical population. Perconte, Au 
1057-1060 

Molindone 

Tardive dyskinesia associated with molin- 
done treatment (letter). Katz, Ja 124-125 

Monoamine Metabolites 

CSF monoamine levels in normal-weight 
bulimia: evidence for abnormal norad- 
renergic activity. Kaye, Fe 225—229 

Monoamine Oxidase 

Platelet MAO inhibition, urinary MHPG, 
and leukocyte B-adrenergic receptors in 
depressed patients treated with phenel- 
zine. Sharma, Oc 1318-1321 

Monoamine Oxidase Inhibitors see Antide- 
pressants, Monoamine Oxidase Inhibi- 
tors 

Mood see Affective Disorders 

Mortality 

Mortality in a group of formerly incarcer- 
ated juvenile delinquents. Yeager, My 
612-614 

Movies 

Prediction of adult-onset schizophrenia 
from childhood home movies of the pa- 
tients. Walker, Au 1052-1056 

MRI see Magnetic Resonance Imaging 

Multiple Personality 

Differential diagnosis of schizophrenia and 
multiple personality disorder (letter). 
Rathbun, reply of Kendler, Mr 375 (let- 
ter: Nakdimen, Se 1259-1260) 

Multiple personality disorder in India (let- 
ters). Downs; Rathbun, reply of Adit- 
yanjee, Se 1260—1261 

Multiple personality disorder: the new 
“royal road”? (letter). Kline, Ap $38- 
539 

Structured interview data on 102 cases of 
multiple personality disorder from four 
centers. Ross, My 596-601 (letter: Nak- 
dimen, No 1580) 

Multiple Sclerosis 

Antidepressant pharmacotherapy of depres- 
sion associated with multipie sclerosis. 
Schiffer, No 1493-1497 

Exacerbation of symptoms of multiple scle- 
rosis in a patient taking fluoxetine (let- 
ter). Browning, Au 1089 

Murder see Homicide 


N 


Naloxone 

Rapid opioid detoxification with electro- 
sleep and naloxone (letter). Wester- 
meyer, reply of Kosten, Jy 952-953 

Narcissism 

Identifying criteria for narcissistic personal- 
ity disorder. Ronningstam, Jy 918—922 

Negative Symptoms 

Clinical correlates of the deficit syndrome of 
schizophrenia. Buchanan, Mr 290-294 

Discriminant validity study of negative 
symptoms with a special focus on depres- 
sion and antipsychotic medication. Le- 
wine, No 1463-1466 
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Dyskinetic movements, cognitive impair- 
ment, and negative symptoms in elderly 
neuropsychiatcic patients. Karson, De 
1646-1549 

Patterns of sex dicferences in negative symp- 
toms and sccal functioning consistent 
with separate dimensions of schizo- 
phrenic psycaopathology. Dworkin, Mr 
347-349 

Neuroleptic Mzlsgnant Syndrome 

Brain neurotrans nitter changes in three pa- 
tients who hac a fatal hyperthermia syn- 
drome. Kish, Oc 1358-1363 

Neuroleptic malignan: syndrome associated 
with withdrawal from carbamazepine 
(letter). Keepers, De 1687 

Neuroleptic malignant syndrome in 12 of 
9,792 Chinese inpat-ents exposed to neu- 
roleptics: a prospective study. Deng, Se 
1149-1155 

Neuroleptics see also specific drugs 

Effects of sedatives and neuroleptics (letter). 
Turns, No 1576 

Neuroleptic addition in fluvcexamine-re- 
fractory obsessive-compulsive disorder. 
McDougle, Mz 652-654 

Neuroleptic dregs and the sigma receptor 
(letter). Hoffman, Au 1093-1094 

Studies on the crset ard time course of the 
effects of neuroleptics (letter). Lipper, Je 
814 

Trial of fluoxetine added to neuroleptics 
for treatment-sesistant schizophrenic pa- 
tients. Goff, A> 492-494 

Neurological D-efunction see Brain Disor- 
ders 

Neurotransmitters see also specific neuro- 
transmitters 

Brain neurotransmitter changes in three pa- 
tients who had a fazal hyperthermia syn- 
drome. Kish, Gc 1258-1363 

New York 

Psychiatry takes to the streets: the New 
York City infiative for the homeless 
mentally ill. Marcos, No 1557-1561 

Nicotine 

Effects of doxepn on withdrawal symp- 
toms in smokimg cessation. Murphy, Oc 
1353-1257 

Mania after nicctine withdrawal (letter). 
Cohen, reply of Benazzi, Se 1254-1255 

Role of cigarette: use in hyponatremia in 
schizophrenic patients. Allon, Au 1075- 
1077 

Nomenclatare see Diagnosis and Classifica- 
tion 

Norepinephrine 

CSF monoamin: levels in normal-weight 
bulimia: evidemce for abnormal norad- 
renergic activit. Keve, Fe 225-229 

Plasma norepinephrine in chronic schizo- 
phrenia. Breier. No 1467-1470 

Normal Fuactionmg 

Ensuring the normalcy of “normal” volun- 
teers (letter). Risch. reply: af Halbteich, 
My 682-683 oe 

Nursing Homes 5 e RRT a 

Delusions in newly admitted residents: -of7 
nursing homes. Morrisé=Mr 299-302 

Longitudinal study of ‘psychotropic pre~- 
scriptions in a teaching. pe home: 
Lantz, D2 1627-1639 Ye Bs ee 
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Psychiatric symptoms and nursing home 
placement of patients with Alzheimer’s 
disease. Steele, Au 1049-1051 


O 


Obesity 

Double-blind, placebo-controlled trial of 
fluoxetine plus behavior modification in 
the treatment of obese binge-eaters and 
non-binge-eaters. Marcus, Jy 876-881 

Object Relations 

Definition of splitting in object relations 
thecry (letter). Baker, reply of Hamilton, 
Se 1252-1253 

Developmental history and object relations 
in psychiatrically disturbed adolescent 
girls. Westen, Au 1061-1068 

Object relations theory (letters). Alpert; Or- 
nish, reply of Hamilton, Jy 951-962 

Obsessive-Compulsive Disorder 

Buspirone augmentation of fluoxetine in 
obsessive-compulsive disorder. Marko- 
vitz, Je 798-800 

Controlled trial of fluvoxamine in obses- 
sive-compulsive disorder: implications 
for a serotonergic theory. Jenike, Se 
1209-1215 

Fluoxetine for adolescents with obsessive- 
compulsive disorder (letter). Liebowitz, 
Mr 370-371 

Fluoxetine for the treatment of compulsive 
facial picking (letter). Stout, Mr 370 

Neuroleptic addition in fluvoxamine-re- 
fractory obsessive-compulsive disorder. 
McDougle, My 652-654 

Obsession or worry? (letter). Mackenzie, 
No 1573 

Sertra:ine in obsessive-compulsive disorder: 
a double-blind comparison with placebo. 
Jenike, Jy 923—928; correcticn, Oc 1393 

Opiates 

Rapid opioid detoxification with electro- 
sleep and naloxone (lettez). Wester- 
mever, reply of Kosten, Jy 952-953 

Organic Mental Disorders see Brain Disor- 
ders 

Orgasmic Dysfunction see Sexual Function 

Osheroff v Chestnut Lodge 

Law, science, and psychiatric malpractice: a 
response to Klerman’s indictment of psy- 
cheanalytic psychiatry. Stone, Ap 419- 
427 

Psych:atric patient’s right to effective treat- 
ment: implications of Osheroff v Chest- 
nut Lodge. Klerman, Ap 409-418 

Outcome 

Affective spectrum disorder: does antide- 
pressant response identify a family of dis- 
orcers with a common psychophysiol- 
ogy? Hudson, My 552-564 

Continuous versus targeted medication in 
schizophrenic outpatients: outcome re- 
sults. Carpenter, Se 1138—1148 

Long-term predictors of outcome in absti- 
nent alcoholic men. Loosen, De 1662- 
1666 

Maintenance treatment and 6-month out- 
come for bulimic patients who respond 
to initial treatment. Pyle, Jy 871-875 

Outcome of patients with chranic affective 
disorder: a five-year follow-up. Coryell, 
De 1627-1633 
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Personality disorders and treatment out- 
come in the NIMH Treatment of Depres- 
sion Collaborative Research Program. 
Shea, Je 711-718 

Response to treatment with antidepressants 
of patients with severe or moderate non- 
psychotic depression and of patients with 
psychotic depression. Kocsis, My 621- 
624 

Overdose 

Survivable fluvoxamine overdose (letter). 
Lebegue, De 1689 

Toxicity of fluoxetine in overdose (letter). 
Moore, Au 1089 

Oxazepam 

Oxazepam and carbamazepine for alcohol 
withdrawal (letter). Ames, reply of Mal- 
colm, Mr 375—376 

Oxytocin 

CSF oxytocin in anorexia nervosa and bu- 
limia nervosa: clinical and pathophysio- 
logic considerations. Demitrack, Jy 882- 
886 


Panic 

Acetazolamide as a control for CO,-in- 
duced panic (letter). Klein, reply of 
Mathew, My 677-678 

“Anger attacks”: possible variants of panic 
and major depressive disorders. Fava, Jy 
867—870 

Another neuroanatomical substrate of 
panic disorder (letter). Kaiya, Ja 126- 
127 

Childhood panic disorder with agorapho- 
bia (letter). Lundy, Mr 376-377 

Children with panic disorder (letter). Vi- 
tiello, reply of Moreau, Mr 377 

Comment on DSM-III-R panic disorder 
with agoraphobia (letter). Ferracuti, No 
1573-1574 

Exclusion of the tyrosine hydroxylase gene 
in 14 panic disorder pedigrees. Mutchler, 
Oc 1367-1369 

Further discussion of article on prodromal 
symptoms in panic disorder (letter). 
Klein, reply of Fava, No 1581-1582 

Impact of life events on subjects with panic 
disorder and on comparison subjects. 
Rapee, My 640-644 

Initial reaction and subsequent response to 
antidepressants in panic patients (letter). 
Bystritsky, No 1575 

Late-life onset of panic disorder (letter). 
Hassan, Au 1103-1104 

Major depression in patients with social 
phobia. Stein, My 637-639 

Mania in a panic disorder patient treated 
with fluoxetine (letter), Sholomskas, Au 
1090-1091 

Overcoming hypersensitivity to fluoxetine 
in a patient with panic disorder (letter). 
Giesecke, Ap 532-533 

Panic disorder and cardiovascular/cere- 
brovascular problems: results from a 
community survey. Weissman, No 1504— 
1508 

Pharmacologic approach to sleep panic at- 
tacks (letter). Feder, Au 1091—1092 

Plasma concentrations of melatonin in 
panic disorder. McIntyre, Ap 462—464 


_ Transethnic 


Relation between alcohol problems and the 
anxiety disorders. Kushner, Je 685-695 

Response of alcoholic and nonalcoholic 
panic patients to lactate infusion (letter). 
Liebowitz, reply of George, Je 819-820 

Response to 35% CO, as a marker of panic 
in severe anxiety. Griez, Je 796-797 

Surreptitious drug use by patients in a panic 

| disorder study. Clark, Ap 507-509 

Use of animals in research on panic disorder 
(letter). Barnard, reply of Rosenblum, 
My 678-679 

Parents 

Borderline patients’ view of their parents 

' (letter). Wise, reply of Paris, Au 1104— 

= 1105 

‘Childhood antecedents of antisocial behav- 

' ior: parental alcoholism and physical 
abusiveness. Pollock, Oc 1290-1293 

Correlates of anxiety in psychiatrically hos- 
pitalized children and their parents. Ka- 
shani, Mr 319-323 

Parents’ awareness of children’s suicide at- 
tempts. Walker, Oc 1364-1366 

‘Patterns of depressive symptoms in expect- 

ant and new parents. Raskin, My 658- 
660 

Parkinson’s Disease 

Anxiety disorders in patients with Parkin- 
son’s disease. Stein, Fe 217—220 

\Parkinsonism-dystonia syndrome and ECT 
(letter). Lauterbach, Se 1249-1250 

Use of ECT in Parkinson’s disease (letter). 
Birkett, Jy 952 

Paruresis 

Pharmacotherapy of four men with parure- 

_ sis. Hatterer, Ja 109-111 

' Patients 

‘More comments on patient-therapist sex 

' {letter}. Jordan, reply of Gutheil, Ja 129- 
130 (letters: Bursztajn; Illingworth; 
Gutheil, Se 1258-1259) 

Patient’s view of doctor-patient boundaries 
(letter). Ann, a patient, reply of Gutheil, 
Oc 1391 

'Patient-therapist sex (letter). Feigon, Jy 963 
: Patricide 

Tarasoff and threats of patricide by a 
9-year-old boy (letter). Myers, Ap 535- 
536 

Pemoline 

Change in response to pemoline at puberty 
(letter). Waltz, Mr 368 

' Pentazocine 
‘Interaction of fluoxetine and pentazocine 
(letter). Hansen, Jy 949-950 

Perphenazine 

Amoxapine versus amitriptyline combined 
with perphenazine in the treatment of 
psychotic depression. Anton, Se 1203- 


' 1208 
: Cessation of menses due to perphenazine 
! rather than fluoxetine? (letter). Vis- 


' wanathan, reply of Forrest, De 1693 


Perphenazine in breast milk and serum (let- 
ter). Olesen, Oc 1378—1379 


: Personality 
Personality differences between patients 


with remitted melancholic and nonmel- 
ancholic depression. Boyce, No 1476— 
1483 

adoption and personality 
traits: a lesson from Japanese orphans re- 


Am J Psychiatry 147:12, December 1990 


wT, 


turned from China to Japan. Tseng, Mr 
330~335 (letter: Jensen, No 1578) 

Tridimensional Personality Questionnaire 
scores of sons of alcoholic and nonalco- 
holic fathers. Schuckit, Ap 481—487 

Personality Diagnostic Questionnaire 

Validity of the Personality Diagnostic Ques- 
tionnaire—Revised: comparison with 
two structured interviews. Hyler, Au 
1043—1048 

Personality Disorders see also specific diag- 
noses 

Effects of personality disorder in depressed 
patients (letter). O’Leary, De 1696-1697 

Factor structure of self-report DSM-III axis 
H symptoms and their relationship to cli- 
nicians’ ratings. Hyler, Je 751-757 

Gender weighting of DSM-III-R personal- 
ity disorder criteria. Sprock, My 586- 
590 

Personality disorders and treatment out- 
come in the NIMH Treatment of Depres- 
sion Collaborative Research Program. 
Shea, Je 711-718 

Reliability of categorical and dimensional 
judgments of personality disorder. Heu- 
mann, Ap 498-500 

Review of the depressive personality. Phil- 
lips, Jy 830-837 

Validity of the Personality Diagnostic Ques- 
tionnaire—Revised: comparison with 
two structured interviews. Hyler, Au 
1043-1048 l 

PET see Positron Emission Tomography 

Pharmacotherapy see Drugs, Psychotropic 

Phencyclidine 

Single photon emission computed tomogra- 
pky in phencyclidine and related drug 
abuse (letter). Hertzman, Fe 255-256 

Phenelzine - 

Is the carbamazepine-phenelzine combina- 
tion safe? (letter). Yatham, Mr 367 (let- 
ter: Greenspan, No 1576-1577) 

Platelet MAO inhibition, urinary MHPG, 
and leukocyte B-adrenergic receptors in 
depressed patients treated with phenel- 
zine. Sharma, Oc 1318~1321 

Phenobarbital 

Phenobarbital as an adjunct for alprazolam 
withdrawal (letter). McNichol, De 1688- 
1689 

Phenylpropanolamine 

Affective disorder following use of phenyl- 
propanolamine (letter). Grieger, Mr 
367—368 

Phobia see also Agoraphobia 

Hypothalamic-pituitary-thyroid axis in so- 
cial phobia. Tancer, Jy 929—933 

Major depression in patients with social 
phobia. Stein, My 637—639 

Photophobia in other disorders as well as 
depression (letter). Howard, Ap 539 

Phototherapy see Light Therapy 

Physical Illness and Impairment see also So- 
matization; specific disorders 

Maladaptive denial of physical illness: a 
proposal for DSM-IV. Strauss, Se 1168- 
1172 


Manis illness presenting with physical 


symptoms (letter). Hansell, No 1575- 
1576 

Prevalence of anxiety disorders in patients 
with chronic obstructive pulmonary dis- 


ease. Karajgi, Fe 200-201 

Relation of psychopathology in general 
medical inpatients to use and cost of 
services. Levenson, No 1498—1503 

Relation of ulcerative colitis to psychiatric 
factors: a review of findings and meth- 
ods. North, Au 974-981 

Somatic symptoms and the diagnosis of de- 
pression in medically ill patients (letter). 
Craven, Je 814-815 

Substituting nonsomatic for somatic symp- 
toms in the diagnosis of depression (let- 
ter). Chaturvedi, reply of Rapp, Jy 958~ 
959 

Physicians 

Combined Alcoholics Anonymous and pro- 
fessional care for addicted physicians. 
Galanter, Ja 64—68 (letter: Hoffman, Au 
1104) 

Placebo 

Effects of pill-giving on maintenance of pla- 
cebo response in patients with chronic 
mild depression. Rabkin, De 1622—1626 

Surreptitious drug use by patients in a panic 
disorder study. Clark, Ap 507—509 

Polydipsia 

Psychogenic polydipsia revisited (letter). 
Kubacki, Je 814 

Polypharmacy see Drug Combinations 

Position Statements 

Position statement opposing mandatory 
name reporting of HIV-seropositive indi- 
viduals (off acts). American Psychiatric 
Association Commission on AIDS, Ap 
541 

Positron Emission Tomography 

Greater left cerebral hemispheric metabo- 
lism in bulimia assessed by positron 
emission tomography. Wu, Mr 309-312 

Left prefrontal glucose hypometabolism in 
the depressed state: a confirmation. Mar- 
tinot, Oc 1313-1317 

Striatal D, dopaminergic receptors assessed 
with positron emission tomography and 
[7°Br]bromospiperone in untreated schizo- 
phrenic patients. Martinot, Ja 44—50 

Postpartum Depression 

Psychiatric disorders associated with spe- 
cific periods in women’s lives (letters). 
Pearce; Halbreich, reply of Gitlin, Jy 
957-958 

Thyroid dysfunction in postpartum depres- 
sion (letter). Claman, reply of Sabelli, Au 
1101 

Posttraumatic Stress Disorder 

Antidepressants in the treatment of PTSD 
(letter). Frank, Fe 260 

Children’s PTSD reactions one year after a 
sniper attack at their school. Nader, No 
1526—1530 

Concept of psychological trauma (letter). 
van der Hart, De 1691 

Continued appearance of factitious post- 
traumatic stress disorder (letter). Pan- 
kratz, Je 811-812 

Convergent validity of measures of PTSD in 
Vietnam combat veterans. McFall, My 
645—648 

Failure to detect fabricated posttraumatic 
stress disorder with the use of zhe MMPI 
in a clinical population. Perconte, Au 
1057-1060 

Interhemispheric transfer deficit in alexi- 
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trymia (letter. Merriam, reply of Zeitlin, 
Jy 955-956 

Janet and psychologic<! trauma (letter). Sul- 
livan, reply o7 an der Kolk, Jy 962-963 

Moculation of the startle response in chil- 
dren with PTSD (letter). Pitman, reply of 
Crnitz, Je 814-815 

Physiological ev.cence of exaggerated star- 
tl: response 1t a subgroup of Vietnam 
veterans with combat-related PTSD. But- 
lez, Oc 1308-1312 

Prevalence of pcsctraumatic stress disorder 
ard its clinica. :ignincance among South- 
east Asian refugees. Kinzie, Jy 913-917 

Risk factors for FISD and other diagnoses 
in a general sermple of Vietnam veterans. 
G-een, Je 725-733 

Role of anger im post-raumatic stress (let- 
te:). Norman, -eply of van der Kolk, Se 
1253 

Self- mutilation im ccmbat-related PTSD 
(letter), Pitmam, Ja 123-124 (letters: 
Feldmana, Aa 1105; Kim, No 1572- 
1£73) 

Sleep disturbance in posttraumatic stress 
disorder (lettezs). Ross; Ostow, Mr 374— 
375 

Sleep disturbance in PTSD (letter). March, 
resly of Lipper. De 1697-1698 

Pred:ction 

Long-term predicsors of outcome in absti- 
nent alcoholic men. Loosen, De 1662- 
1€66 

Natural history of male psychological 
health, XI: a 43-yeer study of predictors 
of successful ag ng at age 65. Vaillant, Ja 
31-37 

Prediction of acult-onset schizophrenia 
frem childhocd home movies of the pa- 
tients. Walker. Au 1052-1056 

Predictions abort new long-stay patients: 
were they valid‘ Olan, De 1596-1601 

Relationship between hopelessness and ul- 
tiraate suicide: z replication with psychi- 
atric outpatiert:, Bezk, Fe 190—1985 (let- 
ter: Tomasson, No 1577) 

Time-related predictors of suicide in major 
affective disorcer. Fawcett, Se 1189- 
1134 


- Value of the DST for predicting response to 


hospitalizatior and desipramine of pa- 
tieits with mazor depression. Nelson, No 
1438-1492 

Pregr-ancy 

Patterns of depressive symptoms in expect- 
an` and new parents. Raskin, My 658— 
66) 

Premenstrual Synd-ome see also Late Luteal 
Phase Dysphoric Disorder 

Glucese tolerance testing in women with 
premenstrual s~ndrome. Denicoff, Ap 
477480 

Psychiatric disorders associated with spe- 
ciff periods in women’s lives (letters). 
Peerce; Halbr2ich, -eply of Gitlin, Jy 
957-958 

Thyrcid dysiunct.cn in postpartum depres- 
sion (letter). Cla nan, reply of Sabelli, Au 
11981 

Preveation of Mexal Illness 

Repo:t of the AFA Task Force on Preven- 
tion Research (off aczs). American Psy- 
chiatric Association Task Force on Pre- 
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vention Research, De 1701-1704 

Prison Psychiatry 

Residency training clinic in a county jail 
(letter), Santos, Oc 1379 

Process Theory 

Comments on process theory and psychia- 
try (letter). Landy, reply of Sabelli, Se 
1256-1257 

Criticism of process theory (letter). Green- 
berz, reply of Sabelli, Jy 960-961 

Integrated paradigm for psychiatry (letter). 
Meacham, reply of Sabelli, Au 1099- 
1100 

Prolactin 

Prolactin levels in women with seasonal af- 
fective disorder (letter). Dinan, reply of 
Depue, Je 817-818 

Treatment of hyperprolactinemia in major 
depression (letter). Holroyd, Je 810 

Serum prolactin levels during extended co- 
caine abstinence. Swartz, Je 777-779 

Propranolol 

Possible synergistic anticonvulsant effect of 
propranolol and carbamazepine (letter). 
Renshaw, De 1687-1688 

Propranolol withdrawal in psychosis (let- 
teri. Rosenthal, Ap 534-535 

Prospective Payment System 

Transfers of hospitalized psychiatric pa- 
tients under Medicare’s prospective pay- 
ment system. Freiman, Ja 100—105 

Psychiatrists 

Criticism of mnemonic device {letters). Lar- 
son; Cannon, Jy 963-964 

More comments on patient-iherapist sex 
(letter). Jordan, reply of Gucheil, Ja 129-— 
139 (letters: Bursztajn; Illingworth; 
Gutheil, Se 1258-1259) 

Occupational hazard of psychiatrists (let- 
ter). Signer, Mr 380-381 

Patient’s view of doctor-patient boundaries 
(lecter). Ann, a patient, reply of Gutheil, 
Oc 1391 

Patient-therapist sex (letter). Feigon, Jy 963 

Psychiatrists’ beliefs about gender-appro- 
priate behavior. Kaplan, Jy 910-912 

Psychiatry 

Monitoring quality assurance in psychiatry 
(lecter). Connell, Au 1100-1101 

Reminiscences: 1938 and since. Romano, Je 
785-792 

Sharr of treatment (letter). Fleck, Au 1094- 
1095 (letter: Bloom, De 1700) 

Turning points in rwentieth-century Amer- 
ican psychiatry. Sabshin, Oc 1267—1274 

Psychoanalysis 

Case of the Wolf-Man (letter), Abraham- 
son, reply of Buckley, Jy 959-960 

Freud’s major case histories (letter). Ma- 
heny, reply of Buckley, Au 1109-1110 

Turning points in twentieth-century Amer- 
ican psychiatry. Sabshin, Gc 1267-1274 

Psychobiology 

Psychobiology and the brain-mind relation- 
ship (letter). Levy, Ap 537-538 

Psychodynamics 

Case of the Wolf-Man (letter). Abraham- 
son, reply of Buckley, Jy 959-960 

Comments on process theory and psychia- 
trv (letter). Landy, reply of Sabelli, Se 
1256-1257 

Criticism of process theory (letter). Green- 
berg, reply of Sabelli, Jy 950-961 
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Definition of splitting in object relations 
theory (letter). Baker, reply of Hamilton, 
Se 1252-1253 

Freud’s major case histories (letter). Ma- 
hony, reply of Buckley, Au 1109-1110 

Integrated paradigm for psychiatry (letter). 
Meacham, reply of Sabell, Au 1099- 
1100 

Object relations theory (letters). Alpert; Or- 
nish, reply of Hamilton, Jy 961-962 

Psychological Tests see Tests, Psychological 

Psychopathology see also specific diagnoses 

Allergic to life: psychological factors in en- 
vironmental illness. Simon, Jy 901-906 

Empirical literature review of definitions 
of severe and persistent mental illness. 
Schinnar, De 1602-1608 

Inverse relationship between defensiveness 
and lifetime prevalence of psychiatric dis- 
order. Lane, My 573-578 

Irritable bowel syndrome and psychiatric 
illness. Walker, My 565-572 

Persistence of psychiatric symptoms in HIV 
seropositive persons (letter). Rundell, My 
674-675 

Personality and emotional disorder in a 
community sample of migraine headache 
sufferers. Brandt, Mr 303—308 

Psychiatric diagnosis before serological test- 
ing for the human immunodeficiency vi- 
rus. Perry, Ja 89-93 

Psychiatric disorders associated with spe- 
cific periods in women’s lives (letters). 
Pearce; Halbreich, reply of Gitlin, Jy 
957-958 

Relation of psychopathology in general 
medical inpatients to use and cost of 
services. Levenson, No 1498-1503 

Relation of ulcerative colitis to psychiatric 
factors: a review of findings and meth- 
ods. North, Au 974—981 

Risk factors and correlates of severe psychi- 
atric disorders in a sample of inpatient 
children. Kashani, Je 780—784 

Sexual and physical abuse histories and psy- 
chiatric symptoms among male psychiat- 
ric outpatients. Swett, My 632-636 

Sexual assault and psychiatric disorders 
among a community sample of women. 
Winfield, Mr 335—341 (letter: Rich, Oc 
1389) 

Socioeconomic status, ethnicity, psycholog- 
ical distress, and readiness to utilize a 
mental health facility. Briones, Oc 1333-- 
1340 

Thyroid dysfunction in postpartum depres- 
sion (letter). Claman, reply of Sabelli, Au 
1101 

Psychopharmacology see Drugs, Psychotro- 
pic 

Psychosis see also specific diagnoses 

Amoxapine versus amitriptyline combined 
with perphenazine in the treatment of 
psychotic depression. Anton, Se 1203— 
1208 

Effects of sedatives and neuroleptics (letter). 
Turns, No 1576 

Response to treatment with antidepressants 
of patients with severe or moderate non- 
psychotic depression and of patients with 
psychotic depression. Kocsis, My 621- 
624 


Schizotypal personality and brief reactive 


psychosis (letter). Olfson, Ap 535 

! Psychosocial Adjustment 

Evidence of the role of psychosocial factors 
in diabetes mellitus: a review. Helz, Oc 
1275-1282 


Psychotherapy 


Effect of time-limited psychotherapy on pa- 
tient dropout rates. Sledge, Oc 1341- 
1347 


“Efficacy of psychotherapy (letter). Bloom, 


De 1700 

Psychotherapy training for the psychiatrist 
of the future. Mohl, Ja 7—13 (letters: 
Kingsbury, Evans, Lurie, Werman, Mof- 
fic, Vollmer, Taylor, Au 1095—1098; 
Schwartz, Castelnuovo-Tedesco, Fine- 
stone, Se 1257—1258; Genova, Oc 1387; 
Frankel, No 1582) 

Role of psychotherapy in bipolar disorder 
(letter). Hamilton, Ap 539-540 


' Toward a clinical model of psychotherapy 


for depression, I: systematic comparison 
of three psychotherapies. Karasu, Fe 133— 
147 (letters: Klumpner; Huessy, Oc 
1385) 

Toward a clinical model of psychotherapy 
for depression, II: an integrative and se- 
lective treatment approach. Karasu, Mr 
269-278 

Turning points in twentieth-century Amer- 
ican psychiatry. Sabshin, Oc 1267—1274 


' Whatever happened to intensive psycho- 


therapy? Altshuler, Ap 428-430 
PTSD see Posttraumatic Stress Disorder 
Puerto Ricans 
Critical review of epidemiological studies of 
Puerto Rican mental health. Guarnaccia, 


No 1449-1456 


' Pulmonary Disease 


Prevalence of anxiety disorders in patients 
with chronic obstructive pulmonary dis- 
ease. Karajgi, Fe 200-201 

Pyridoxine 

Pyridoxine and thyroid function (letter). 
Lipman, Mr 372-373 


Q 


Quality Assurance 


. Monitoring quality assurance in psychiatry 


(letter). Connell, Au 1100—1101 


R 


: Rape 
` Sexual assault and psychiatric disorders 


among a community sample of women. 
Winfield, Mr 335—341 (letter: Rich, Oc 
1389) 

Rapid Cycling 


_ Rapid cycling in unipolar and bipolar affec- 


tive disorders. Wolpert, Je 725-728 
Rating Scales see Tests, Psychological 
Refugees 


Assessing symptom change in Southeast 


Asian refugee survivors of mass violence 
and torture. Mollica, Ja 83-88 
Prevalence of posttraumatic stress disorder 
and its clinical significance among South- 
east Asian refugees. Kinzie, Jy 913—917 
Relapse 
Relapse following discontinuation of lith- 
ium maintenance therapy in adolescents 
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with bipolar I illness: a naturalistic study. 
Strober, Ap 457-461 

Relatives see Genetics 

Religion 

DSM-III-R and religion (letter). Post, Je 
813 

Guidelines regarding possible conflict be- 
tween psychiatrists’ religious commit- 
ments and psychiatric practice (off acts). 
American Psychiatric Association Com- 
mittee on Religion and Psychiatry, Ap 
$42 

Power of religion (letter). Lazarus, Oc 1390 

Psychiatric patients’ belief in general health 
factors and sin as causes of illness. Shee- 
han, Ja 112-113 

Religious belief, depression, and ambula- 
tion status in elderly women with broken 
hips. Pressman, Je 758-760 

REM Sleep see Sleep 

Research 

Comparison of manual and MEDLARS re- 
views of the literature on consultation- 
liaison psychiatry. Bareta, Au 1040- 
1042 

Ensuring the normalcy of “normal” volun- 
teers (letter). Risch, reply of Halbreich, 
My 682—683 

Report of the APA Task Force on Preven- 
tion Research (off acts). American Psy- 
chiatric Association Task Force on Pre- 
vention Research, De 1701-1704 

Surreptitious drug use by patients in a panic 
disorder study. Clark, Ap 507—509 

Use of animals in research on panic disorder 
(letter). Barnard, reply of Rosenblum, 
My 678-679 

Residents 

Psychotherapy training for the psychiatrist 
of the future. Mohl, Ja 7—13 (letters: 
Kingsbury, Evans, Lurie, Werman, Mof- 
fic, Vollmer, Taylor, Au 1095-1098; 
Schwartz, Castelnuovo-Tedesco, Fine- 
stone, Se 1257—1258; Genova, Oc 1387; 
Frankel, No 1582) 

Residency training clinic in a county jail 
(letter). Santos, Oc 1379 

Stressing the issue of homelessness in resi- 
dency training (letter). Kass, Jy 963 

Whatever happened to intensive psycho- 
therapy? Altshuler, Ap 428—430 

Response to Treatment see Outcome 

Right to Refuse Treatment 

Aftermath of the Rogers decision: assessing 
the costs. Schouten, Oc 1348-1352 

Medicine court, Il: Rivers in practice. De- 
Land, Ja 38-43 

Rights of Patients 

Law, science, and psychiatric malpractice: a 
response to Klerman’s indictment of psy- 
choanalytic psychiatry. Stone, Ap 419- 
427 

Psychiatric patient’s right to effective treat- 
ment: implications of Osheroff v Chest- 
nut Lodge. Klerman, Ap 409-418 

Risk 

Estimating the number of suicides among 
Vietnam veterans. Pollock, Je 772-776 

Risk factors and correlates of severe psychi- 
atric disorders in a sample of inpatient 
children. Kashani, Je 780-784 

Risk factors for PTSD and other diagnoses 


in a general sample of Vietnam veterans. 
Green, Je 729-733 

Robitussin-DM 

Psychoactive abuse potential of Robi- 
tussin-DM (letter). Helfer, My 672-673 

Rogers v Commissioner 

Aftermath of the Rogers decision: assessing 
the costs. Schouten, Oc 1348-1352 


S 


Schizoaffective Disorder 

Atypical responder to clozapine (letter). 
Wood, Mr 369 

Schizophrenia, Diagnosis of 

Differential diagnosis of schizophrenia and 
multiple personality disorder (letter). 
Rathbun, reply of Kendler, Mr 375 (let- 
ter: Nakdimen, Se 1259-1260) 

Prediction of adult-onset schizophrenia 
from childhood home movies of the pa- 
tients. Walker, Au 1052-1054 

Simple schizophrenia not so simple (letter). 
Prakash, reply of Black, Au 1108-1109 

Schizophrenia, Research in 

Auditory hallucinations and smaller supe- 
rior temporal gyrus volume in schizo- 
phrenia. Barta, No 1457-1462 

Autoantibodies to brain lipids in schizo- 
phrenia. Pelonero, My 661-662 

Chronicity and a low anteroposterior gra- 
dient of cerebral blood flow in schizo- 
phrenia. Mathew, Fe 211-213 

Clinical correlates of the deficit syndrome 
of schizophrenia. Buchanan, Mr 290- 
294 

Cocaine abuse among schizophrenic pa- 
tients. Brady, Se 1164-1167 

Discriminant validity study of negative 
symptoms with a special focus on depres- 
sion and antipsychotic medication. Le- 
wine, No 1463-1466 

Effect of distraction on communication fail- 
ures in schizophrenic patients. Hotch- 
kiss, Ap 513-515 

Effect of medication on patients’ neuropsy- 
chological functioning (letter). Van Or- 
den, reply of Krakowski, Ja 131 

Growth hormone response to growth hor- 
mone-releasing hormone in schizophren- 
ic patients. Mayerhoff, Au 1072-1074 

Late-onset and early-onset schizophrenia 
(letter). Levy, reply of Pearlson, Oc 
1382-1383 

Left-handedness and ventricle size in 
schizophrenic patients (letter). Ran- 
dolph, reply of Katsanis, My 679-680 

Neuroleptic drugs and the sigma receptor 
(letter). Hoffman, Au 1093—1094 

Patterns of sex differences in negative symp- 
toms and social functioning consistent 
with separate dimensions of schizo- 
phrenic psychopathology. Dworkin, Mr 
347-349 

Plasma norepinephrine in chronic schizo- 
phrenia. Breier, No 1467—1479 

Positive and negative symptoms and social 
competence in adolescents at risk for 
schizophrenia and affective disorder. 
Dworkin, Se 1234-1236 

Remediation of cognitive deficits in schizo- 
phrenia. Bellack, De 1650-1655 

Role of cigarette use in hyponatremia in 
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schizophrenic patients. Allon, Au 1075— 
1877 

Role of gender im studies of ventricle en- 
largement in schizcphrenia: a predomi- 
nantly male efect. Flaum, Oc 1327— 
1:32 

Seasonal birthrates anc schizophrenia (let- 
tez). Woodard, Ap 537 

Striacal D, dopasminergic receptors assessed 
w th positron emission tomography and 
[?“Br]bromosriperore in untreated schizo- 
pkrenic patierts. Martinot, Ja 44—50 

Subjective wareness cf abnormal involun- 
tary movement: in chronic schizophrenic 
pétients. Caraczi, Mr 295-298 

Temporal relatiorship between depressive 
ard psychotic symptoms in recent-onset 
scrizophzenia. ‘sreen, Fe 179-182 

Violent behavior amonz schizophrenic pa- 
tients (letter). Graham, reply of Kra- 
kcewski, Oc 13£3-1385 

Schizophrenia, Trzatment of 

Continuous versus targeted medication in 
scaizophrenic cutpetients: outcome re- 
su.ts. Carpenter, Se 1138-1148 

Prevalence of neuroleptic-induced dystonia 
in mania and schizophrenia. Remington, 
Se 1231-1233 

Prop-anolol withcrawal in psychosis (let- 
ter). Rosenthal, Ap 534—535 

Sharr of treatment (letter). Fleck, Au 1094— 
1095 (letter: Eloom, De 1700) 

Trial of fluoxetinz added to neuroleptics 
for treatment-resistant schizophrenic pa- 
tients. Goff, Ap 492-494 

Schizotypal Persor ality 

Eye tracking impa:rmeat in clinically iden- 
tifed patients wath schizotypal personal- 
ity disorder. Siever, Je 740-745 

Schizotypal persomality and brief reactive 
psrchosis (letter). Olfson, Ap 535 

Seascn 

Seascnal variatior in bulimic symptoms 
(letter). Kaplar, reply of Lam, No 1579- 
1530 

Seasonal Affective Disarder 

Prolaztin levels ir women with seasonal af- 
feccive disorder (lettzr). Dinan, reply of 
Deoue, Je 817—318 

Seasonal affective disorder and the photic 
sneeze response (letter). Pies, Au 1094 

Seasonal indepencence of decreased in- 
tradcular pressure dynamics in season- 
ally depressed women (letter). Stojek, No 
1574-1575 

Seclusion and Restaint 

Is locked seclusior. necessary for children 
under the age of 14? Antoinette, Oc 1283- 
1259 

Second Messenger System 

Inositol second messenger system (letter). 
Vadnal, Jv 955 

Seizures see also Epilepsy 

Clozapine and seizures. Haller, Au 1069-— 
1071 

Possikle synergistic anticonvulsant effect of 
prcepranolol and carbamazepine (letter). 
Renshaw, De 1637—1688 

Self-LDefeating Personality Disorder 

Criter.a for self-defating personality disor- 
der (letter). Mozsmaa, reply of Spitzer, 
Au 1107-1108 
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Self-Help Groups 

Cults and zealous self-help movements: a 
psychiatric perspective. Galanter, My 
543—551 (letter: Lazarus, Oc 1390) 

Success of Alcoholics Anonymous (letter). 
Hoffman, reply of Galanter, Au 1104 

Self-Injurious Behavior 

Self-mutilation in combat-related PTSD 
(letter), Pitman, Ja 123-124 (letters: 
Feldmann, Au 1105; Kim. No 1572- 
1573) 

Treatment of patients with self-injurious 
bekavior (letter). Favazza, Jy 954-955 

Serotonin 

Controlled trial of fluvoxamine in obses- 
sive-compulsive disorder: implications 
for a serotonergic theory. Jenike, Se 
1209-1215 

Sertraline in obsessive-compulsive disorder: 
a double-blind comparison with placebo. 
Jenike, Jy 923-928; correction, Oc 1393 

Sertraline 

Sertraline in obsessive-compulsive disorder: 
a double-blind comparison with placebo. 

- Jenike, Jy 923-928; correction, Oc 1393 

Sex Differences 

Gender weighting of DSM-III-R personal- 
ity disorder criteria. Sprock, My 586- 
59) 

Noncelusional or borderline erotomania 
(letter). Meloy, reply of Segal, Je 820- 
821 

Patterns of sex differences in negative symp- 
toms and social functioning consistent 
with separate dimensions of schizo- 
phrenic psychopathology. Dworkin, Mr 
347~349 

Psychiatrists’ beliefs about gender-appro- 
priate behavior. Kaplan, Jy 910-912 

Role of depression in couples involved in 
murder-suicide and homicide. Rosen- 
baum, Au 1036—1039 

Role of gender in studies of ventricle en- 
largement in schizophrenia: a predomi- 
nantly male effect. Flaum, Oc 1327- 
1332 

Sexist Language 

Categorization of housewives as unskilled/ 
unemployed (letter). Baker, reply of Ja- 
cobson, Ja 131—132 

Sexual Abuse see also Child Abuse 

Accuracy of adults’ reports of abuse in 
childhood (letter). Rich, reply of Briere, 
Oc 1389-1390 

Association of bulimia with sexual abuse 
(letter). Schwartz, Jy 957 

Bulimia associated with sexual trauma (let- 
ter). Solursh, Mr 373 

Childhood sexual and physical abuse in 
acult patients with borderline personal- 
ity disorder. Ogata, Au 1008-1013 

Child sexual abuse in west China (letter). 
Yuan, Fe 258 

Dissociative symptoms in relation to child- 
hood physical and sexual abuse. Chu, Jy 
887-892 

Frequency and correlates of childhood sex- 
ual and physical abuse histories in adult 
female borderline patients. Shearer, Fe 
214-216 

More comments on patient-therapist sex 
(letter). Jordan, reply of Gutheil, Ja 129- 
130 (letters: Bursztajn, Illingworth, 
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Gutheil, Se 1258-1259) 

Patient’s view of doctor-patient boundaries 
(letter). Ann, a patient, reply of Gutheil, 
Oc 1391 

Patient-therapist sex (letter). Feigon, Jy 963 

Psychological distress related to sexual 
abuse in a patient undergoing hemodial- 
ysis (letter). Krawczyk, My 673-674 

Review of Fugitives of Incest (letter). Gan- 
zarain, reply of Herman, Au 1109 

Sexual and physical abuse histories and psy- 
chiatric symptoms among male psychiat- 
ric outpatients. Swett, My 632-636 

Sexual assault and psychiatric disorders 
among a community sample of women. 
Winfield, Mr 335-341 (letter: Rich, Oc 
1389) 

Sexual Function 

Anorgasmia with the use of fluoxetine (let- 
ter). Musher, Jy 948 

Healthy aging and male sexual function. 
Schiavi, Je 766-771 

SIADH see Antidiuretic Hormone 

Sigma Receptor 

Neuroleptic drugs and the sigma receptor 
(letter). Hoffman, Au 1093—1094 

Single Photon Emission Computed Tomog- 
raphy 

Single photon emission computed tomogra- 
phy in phencyclidine and related drug 
abuse (letter). Hertzman, Fe 255—256 

7°™Tc-Hexamethylpropyleneamine oxime 
single photon emission CT in poststroke 
depression. Schwartz, Fe 242-244 

Skin | 

Autonomic orienting responses in 15-year- 
old male subjects and criminal behavior 
at age 24. Raine, Jy 933-937 

Sleep 

Biological basis of an antidepressant re- 
sponse to sleep deprivation and relapse: 
review and hypothesis. Wu, Ja 14-21 
(letters: Southmayd; Germine, Au 1102- 
1103) 

Pharmacologic approach to sleep panic at- 
tacks (letter). Feder, Au 1091-1092 

Short REM latency in primary alcoholic pa- 
tients with secondary depression. Gillin, 
Ja 106-109 

Sleep disturbance in posttraumatic stress 
disorder (letters). Ross; Ostow, Mr 374— 
373 

Sleep disturbance in PTSD (letter). March, 
reply of Lipper, De 1697—1698 

Smoking see Nicotine 

Sneezing 

Seasonal affective disorder and the photic 
sneeze response (letter). Pies, Au 1094 

Social Relationships 

Evidence of the role of psychosocial factors 
in diabetes mellitus: a review. Helz, Oc 
1275-1282 

Patterns of sex differences in negative symp- 
toms and social functioning consistent 
with separate dimensions of schizo- 
phrenic psychopathology. Dworkin, Mr 
347-349 

Positive and negative symptoms and social 
competence in adolescents at risk for 
schizophrenia and affective disorder. 
Dworkin, Se 1234-1236 


‘Socioeconomic Status 

, Socioeconomic status, ethnicity, psycholog- 
ical distress, and readiness to utilize a 
mental health facility. Briones, Oc 1333- 
1340 

Sodium Lactate 

Response of alcoholic and nonalcoholic 

panic patients to lactate infusion (letter). 
Liebowitz, reply of George, Je 819-820 


‘Somatization see also Physical Illness and 


Impairment 

Etiology of somatization disorder (letter). 
Ruegg, Ja 126 

Somatic symptoms and the diagnosis of de- 
pression in medically ill patients (letter). 
Craven, Je 814-815 


‘ Substituting nonsomatic for somatic symp- 


toms in the diagnosis of depression (let- 
ter). Chaturvedi, reply of Rapp, Jy 958- 
959 


' South Africa 


Psychiatric services in South Africa (letter). 
Levin, reply of Odejide, Je 821 


, Splitting 


Definition of splitting in object relations 
theory (letter). Baker, reply of Hamilton, 
Se 1252-1253 

Standards of Care 


' Law, science, and psychiatric malpractice: a 


response to Klerman’s indictment of psy- 
choanalytic psychiatry. Stone, Ap 419- 
427 


. Psychiatric patient’s right to effective treat- 


I 


ment: implications of Osheroff v Chest- 
nut Lodge. Klerman, Ap 409—418 
Startle Response 


' Modulation of the startle response in chil- 


dren with PTSD (letter). Pitman, reply of 
Ornitz, Je 814-815 


Physiological evidence of exaggerated star- 


tle response in a subgroup of Vietnam 
veterans with combat-related PTSD. But- 
ler, Oc 1308-1312 


' State Hospitals see Hospital Psychiatry 


Steroids 

Anabolic steroid dependence (letter). Hays, 
Ja 122 

Cognitive effects of corticosteroids. Wolko- 
witz, Oc 1297-1303 

Evidence for physical and psychological de- 
pendence on anabolic androgenic ste- 
roids in eight weight lifters. Brower, Ap 
510-512 

Stress 


' Life events and the course of bipolar disor- 


der. Ellicott, Se 1194-1198 
Stroke 


_ mT c-Hexamethylpropyleneamine oxime 


single photon emission CT in poststroke 
depression. Schwartz, Fe 242-244 


' Panic disorder and cardiovascular/cerebro- 


t 


vascular problems: results from a com- 
munity survey. Weissman, No 1504— 
1508 

Substance Use Disorders see also Alcohol 
and Alcoholism; Drug Abuse 

Antisocial personality disorder in patients 
with substance abuse disorders: a prob- 
lematic diagnosis? Gerstley, Fe 173—178 
(letter: Hume, Se 1254) 

Comorbidity of psychiatric disorders in ad- 
olescents (letters). Cornwall; Calache, re- 
ply of Bukstein, My 681—682 
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Preliminary investigation of alexithymia in 
men with psychoactive substance depen- 
dence. Taylor, Se 1228—1230 

Suicide 

Attending the funeral of a patient who com- 
mits suicide (letter). Markowitz, Ja 122- 
123 

Characteristics of alcoholics who attempt 
suicide. Roy, Je 761—765 

CSF 5-HIAA and HVA concentrations in 
elderly depressed patients who attempted 
suicide. Jones, Se 1225—1227 

Emergence of intense suicidal preoccupa- 
tion during fluoxetine treatment. Tei- 
cher, Fe 207—210 (letters: Papp, Oc 
1380; Dasgupta, Hoover, Miller, Berk- 
ley, No 1570—1572; Tollefson, De 1691- 
1692) 

Estimating the number of suicides among 
Vietnam veterans. Pollock, Je 772-776 
Guns and suicide: possible effects of some 
specific legislation. Rich, Mr 342-346 
Paradoxical patient reactions to psychiatric 
life support: clinical and ethical consid- 

erations. Pauker, Ap 488-491 

Parents’ awareness of children’s suicide at- 
tempts. Walker, Oc 1364-1366 

Relationship between hopelessness and ul- 
timate suicide: a replication with psychi- 
atric outpatients. Beck, Fe 190-195 (let- 
ter: Tomasson, No 1577) 

Role of depression in couples involved in 
murder-suicide and homicide. Rosen- 
baum, Au 1036—1039 

Sequelae of bereavement resulting from sui- 
cide. Ness, Mr 279-285 (letter: Wro- 
bleski, De 1698) 

Substance abuse and attempts at suicide by 
burning (letter). Swenson, Je 811 

Suicide and schizophrenia: data from a pro- 
spective community treatment study. Co- 
hen, My 602-607; correction, Au 1110 

Time-related predictors of suicide in major 
affective disorder. Fawcett, Se 1189- 
1194 

Sun Gazing 

Sun gazing by psychiatric patients (letter). 
Kamp, Je 810-811 l 

Switzerland 

Update on the epidemiology of anorexia 
nervosa in a defined region of Switzer- 
land. Willi, No 1514—1517 

Symptoms see also Diagnosis and Classifi- 
cation; Negative Symptoms 

Assessing symptom change in Southeast 
Asian refugee survivors of mass violence 
and torture. Mollica, Ja 83—88 

Clinical correlates of the deficit syndrome 
of schizophrenia. Buchanan, Mr 290- 
294 

Further discussion of article on prodromal 
symptoms in panic disorder (letter). 
Klein, reply of Fava, No 1581—1582 

Patterns of sex differences in negative symp- 
toms and social functioning consistent 
with separate dimensions of schizo- 
phrenic psychopathology. Dworkin, Mr 
347—349 

Positive and negative symptoms and social 
competence in adolescents at risk for 
schizophrenia and affective disorder. 
Dworkin, Se 1234—1236 


T 


Tacrine see Tetrahydroaminoacridine 

Tarasoff Decision 

Duty to protect and gun control (letter). 
Bloom, reply of Appelbaum, Mr 379- 
380 


New extension of the Tarasoff decision (let- 
ter). Goldstein, Se 1250—1251 

Tarasoff and threats of patricide by a 
9-year-old boy (letter). Myers, Ap 535— 
536 

Tardive Dyskinesia 

Clonazepam treatment of tardive dyskine- 
sia: a practical GABAmimetiz strategy. 
Thaker, Ap 445—451 

Dyskinetic movements, cognitive impair- 
ment, and negative symptoms in elderly 
neuropsychiatric patients. Karson, De 
1646-1649 

Factors in the development of severe forms 
of tardive dyskinesia. Yassa, Se 1156- 
1163 

Subjective awareness of abnormal involun- 
tary movements in chronic schizophrenic 
patients. Caracci, Mr 295—2983 

Tardive dyskinesia associated with molin- 
done treatment (letter). Katz, Ja 124-125 

Vitamin E in the treatment of tardive dys- 
kinesia. Elkashef, Ap 505—506 

Temperament l 

Psychiatric status of adolescents who had 
extreme temperaments at age 7. Ma- 
ziade, No 1531-1536 

Tests, Psychological 

Convergent validity of measures of PTSD in 
Vietnam combat veterans. McFall, My 
645—648 

Failure to detect fabricated posttraumatic 
stress disorder with the use of the MMPI 
in a clinical population. Perconte, Au 
1057—1060 

Hypnotizability of psychiatric inpatients ac- 
cording to two different scales. Pettinati, 
Ja 69-75 

Structured Clinical Interview for DSM-III-R 
Dissociative Disorders: preliminary re- 
port on a new diagnostic instrument. 
Steinberg, Ja 76—82 (letters: Kirsten, Oc 
1386-1387; Ross, De 1698-1699) 

Structured interviews for borderline person- 
ality disorder. Kavoussi, No 1522—1525 

Validity of the Personality Diagnostic Ques- 
tionnaire—Revised: comparison with 
two structured interviews. Hyler, Au 
1043-1048 

Tetrahydroaminoacridine 

Treatment of Alzheimer’s disease with 
short- and long-term oral THA and leci- 
thin: a double-blind study. Fitten, Fe 
239-242 

THA see Tetrahydroaminoacridine 

Thalassemia Minor 

Bipolar affective disorder and heterozygous 
B-thalassemia (letter). Bocchetta, Au 
1094 

Thought Disorder 

Cognitive features of borderline personality 
disorder. Zanarini, Ja 57—63 (letter: 
Kirsten, Oc 1386—1387) 

Thyroid Function 

Addition of lithium carbonate to carba- 
mazepine: hematological and thyroid ef- 
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SUBJECT INDEX 


feas. Kramlinger, My 615—620 

Hypcthalaric-pituitary-thyroid axis in so- 
cial phob-a. Tarcer, Jy 929-933 

Neuropsychiatric maniiestations of altered 
thyroid state. Dznicctf, Ja 94-99 

Pyridoxine and thyroid function (letter). 
Lipman, Mr 372-372 

T, atgmentation of a tricyclic antidepres- 
sart in a patient receiving T, mainte- 
naace therapy (ætter). Cooke, Fe 255 

Thyroid dysfuncticn in postpartum depres- 
sion (letter). Claman. reply of Sabelli, Au 
1191 

Thyroid function and altrasonically deter- 
mined thvroid size ir. patients receiving 
lorg-term lithium treatment. Perrild, No 
1518-1521 

Tics 

Eye tcs and subjective hearing impairment 
ducing fluoxetire therapy (letter). Cun- 
nirgham, Jy 947—943 

Time Cours2 of D-ug Exfects 

Effects of sedatives and reuroleptics (letter). 
Turns, No 157€ 

Time-Limited Psychotherapy 

Effect of time-limited psychotherapy on pa- 
tieat dropout rates. Sledge, Oc 1341- 
1347 

Tourztte’s Disorder 

Tourstte’s disordez in a set of reared-apart 
triplets: genetic and environmental influ- 
ences. Segal, F2 19€—-199 (letter: Ifill- 
Taylor, C'e 1385) 

Trairing see Education, Psychiatric 

Trauma see also Losttraumatic Stress Dis- 
order 

Bulimia associated. witk sexual trauma (let- 
ten. Solursh, M- 373 

Concept of psychological trauma (letter). 
vaa der Hart, Ce 1631 

Janetand psychological trauma (letter). Sul- 
livan, rep-y of van der Koik, Jy 962-963 

Role of anger in posttraumatic stress (let- 
ten. Norman, rzply of van der Kolk, Se 
1233 

Self-rutilation in combat-related PTSD 
(leter). Pitman, Ja 123-124 (letters: 
Feldmann, Au 1105; Kim, No 1572- 
1573) 

Trazedone 

Anticnolinergic side e-fects of trazodone 
combined with anoczher pharmacologic 
agent (letter). Cran, Ap 533 

Trazcdone for bowel obsession (letter). 
Ramchandani, Ja 124 

Treatment, Involuntary, see Commitment, 
Civil; Right to Refuse Treatment 

Twins 

Comorbidity of major depression and anx- 
iet~ disorders in twin pairs. Torgersen, Se 
1139-1202 

Tyrozine Hydoxylase 

Exclusion of the tyrosin2 hydroxylase gene 
in 14 panic disorder pedigrees. Mutchler, 
Oc 1367-1369 


U 


Ulcerative Colitis 

Relaton of ulcerative colitis to psychiatric 
factors: a review of findings and meth- 
od:. North, Au 974-981 
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- SUBJECT INDEX 


Ultraviolet Radiation 
Exposure to ultraviolet B radiation during 
phototherapy (letter). Oren, My 675— 
676 
Utah 
UCLA-University of Utah epidemiologic 
survey of autism: the eticlogic role of 
. rare diseases. Ritvo, De 1614-1621 
Utilization see Mental Health Services, De- 
livery and Utilization of 


V 


Valproate 

Sodium valproate in benzodiazepine with- 
drawal (letter). Apelt, Jy 950-951 

Spectrum of efficacy of valproate in 55 pa- 
tients with rapid-cycling bipolar disor- 
der. Calabrese, Ap 431-434 

Ventricle Size 

 Left-handedness and ventricle size in 
schizophrenic patients (etter). Ran- 
dalph, reply of Katsanis, My 679—680 

Role of gender in studies of ventricle en- 
largement in schizophrenia: a predemi- 
nantly male effect. Flaum, Oc 1327- 
1332 


Ventricular abnormalities in affective disor- ` 


der: clinical and demographic correlates. 
Andreasen, Jy 893—900 

Veterans Administration 

Relationship between utilization of mental 
health and medical services in a VA hos- 
pital. Massad, Ap 465—469 

Vietnam War see Combat; Posttraumatic 
Stress Disorder 

Violence 

Avoiding negligent release: contemporary 
clinical and risk management strategies. 
Poythress, Au 994-997 

Effect of medication on patients’ neuropsy- 
chological functioning (letter), Van Or- 
den, reply of Krakowski, Ja 131 

Lorazepam treatment of resistive aggression 
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in dementia (letter). Fritz, Se 1250 

Sexual assault and psychiatric disorders 
among a community sample of women. 
Winfield, Mr 335—341 (letter: Rich, Oc 
1389) 

Violent behavior among schizophrenic pa- 
tients (letter). Graham, reply of Kra- 
kowski, Oc 1383-1385 

Violent crime arrest rates of White House 
Case subjects and matched control sub- 
jects. Shore, Je 746-750 

Virginia 

Sudden death from acute cocaine intoxica- 
tion in Virginia in 1988. McKelway, De 
1667-1669 

Vitamins 

Vitamin E in the treatment of tardive dys- 
kinesia. Elkashef, Ap 505—506 

Volunteers 

Ensuring the normalcy of “normal” volun- 
teers (letter). Risch, reply of Haibreich, 
My 682-683 

Vomiting 

Long-term follow-up of a patient who re- 
ceived electrical stimulation for chronic 
vomiting (letter). Svec, Ap 536-537 


W 


War see Combat 

Weight 

Weight gain associated with clozapine. Co- 
hen, Ap 503-504 (letters: Leadbetter; 
Carson, De 1693—1694) 

White House Cases 

Violent crime arrest rates of White House 
Case subjects and matched control sub- 
jects. Shore, Je 746-750 

Withdrawal of Drugs 

Effects of doxepin on withdrawal symp- 
toms in smoking cessation. Murphy, Oc 
1353-1357 

Mania after nicotine withdrawal (letter). 
Cohen, reply of Benazzi, Se 1254-1255 


' Neuroleptic malignant syndrome associated © 


with withdrawal from carbamazepine 
(letter). Keepers, De 1687 

Oxazepam and carbamazepine for alcohol 
withdrawal (letter). Ames, reply of Mal- 
colm, Mr 375—376 

Phenobarbital as an adjunct for alprazolam 
withdrawal (letter). McNichol, De 1688— 
1689 

Propranolol withdrawal in psychosis {let- 
ter). Rosenthal, Ap 534-535 

Rapid opioid detoxification with electro- 
sleep and naloxone (letter). Wester- 
meyer, reply of Kosten, Jy 952-953 


- Sodium valproate in benzodiazepine with- 


drawal (letter). Apelt, Jy 950-951 

Women 

Categorization of housewives as unskilled/ 
unemployed (letter), Baker, reply of Ja- 
cobson, Ja 131-132 

Glucose tolerance testing in women with 
premenstrual syndrome. Denicoff, Ap 
477-480 

Late luteal phase dysphoric disorder in 
young women. Rivera-Tovar, De 1634— 
1636 

Prolactin levels in women with seasonal af- 
fective disorder (letter). Dinan, reply of 
Depue, Je 817-818 


. Psychiatric disorders associated with spe- 


cific periods in women’s lives (letters). 
Pearce; Halbreich, reply of Gitlin, Jy 
957—958 

Religious belief, depression, and ambula- 
tion status in elderly women with broken 
hips. Pressman, Je 758-760 

Sexual assault and psychiatric disorders 
among a community sample of women. 
Winfield, Mr 335-341 (letter: Rich, Oc 
1389) 


' Thyroid dysfunction in postpartum depres- 





sion (letter). Claman, reply of Sabelli, Au 
1101 
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Bill's doctor wants a new-generation, 
non-serotonergic antidepressant that also 
minimizes risk of sexual dysfunction... 


E Because WELLBUTRIN may cause 
little sexual dysfunction, it may improve 
patient compliance. ' 










Relieves depression with fewer 
adverse effects on sexual performance 
Male Patients Switched to WELLBUTRIN 


Who During Previous Antidepressant Therapy 
Experienced Sexual Dysfunction (N=28)" 
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No sexual dysfunction No improvement in sexual dysfunctiont 





Start with 
non-serotonergic 


*Impairments that ceased to occur after treatment with 
WELLBUTRIN were decreased libido, decreased erectile 


capacity, or delayed or retrograde ejaculation. Patients 
were receiving tricyclic antidepressants prior to switching to 
WELLBUTRIN. 
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The man whose medication 
caused sexual dysfunction 


Name: Bill — Occupation: Unemployed administrative assistant 
Age: 48 — Height: 5'10" — Weight: 170 Ib 


History 

Patient complains of fatigue, inability to concentrate, and feelings 
of worthlessness since staff cuts at the corporation where he 
worked for 21 years resulted in the loss of his job. He has failed 
to begin company-sponsored job retraining program and to look 
for a new job. 


Diagnosis: Depression 


Initial treatment 

After 2 months of antidepressant treatment, patient complains of 
sexual dysfunction (erectile failure and decreased libido), which 
had not been a problem prior to antidepressant treatment. Although 
patient's depression has improved, he insists the medication is 
causing the sexual dysfunction and requests that medication be 
discontinued. 







Recommendation 

Discontinue current antidepressant and switch to 

a new-generation, non-serotonergic antidepressant. 
Start WELLBUTRIN to relieve depression and 
minimize risk of sexual dysfunction. 


Outcome 
After 4 weeks of therapy with WELLBUTRIN, 
patient reports feeling more energetic. 
Sexual performance is normal. 
He has enrolled in job 
retraining program. 


See brief summary of 

full prescribing information 
on last page of this 
advertisement. 





Every day doctors are choosing 
WELLBUTRIN instead 
of Prozac” (fluoxetine HCI). 


WELLBUTRIN is a unique 
new-generation 
antidepressant that: 





Effectively relieves depression with few life-style disruptions 
Is non-serotonergic”® 

Has few cardiovascular effects*® 

Causes few anticholinergic effects?” 

Causes little or no weight gain?” 

Causes little or no daytime drowsiness’ 

Has minimal risk of sexual dysfunction’ 


The principal medically important adverse reaction with WELLBUTRIN is seizure, 
which occurs in approximately four-tenths of one percent of patients. This incidence 
may exceed that of other marketed antidepressants, although no direct comparative 
studies have been conducted. For more information about dosing to achieve optimal 
patient response and recommendations for reducing the risk of side effects, see 

full prescribing information, especially the DOSAGE AND ADMINISTRATION and 
WARNINGS sections. 
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1. Gardner EA, Johnston JA. Bupropion—an antidepressant without sexual pathophysiological action. J Clin 
Psychopharmacol. 1985;5:24-29. 2. Shea VK, Wang CM. Bupropion (Wellbutrin) inhibits the firing rates of 
noradrenergic but not serotonergic neurons. Soc Neurosci. 1985;11:185. Abstract. 3. Data on file, Burroughs 
Wellcome Co., 1990. 4. Ferris RM, Cooper BR, Maxwell RA. Studies of bupropion’s mechanism of antidepressant 
activity. J Clin Psychiatry. 1983;44(5, sec 2):74-78. 5. Richelson E. Synaptic pharmacology of antidepressants: 

an update. McLean Hosp J. 1988;XIII:67-88. 6. Farid FF, Wenger TL, Tsai SY, Singh BN, Stern WC. Use of 
bupropion in patients who exhibit orthostatic hypotension on tricyclic antidepressants. J Clin Psychiatry. 1983;44 

(5, sec 2):170-173. 7. Roose SP, Glassman AH, Giardina EGV, Johnson LL, Walsh BT, Bigger JT Jr. Cardiovascular 
effects of imipramine and bupropion in depressed patients with congestive heart failure. J Clin Psychopharmacol. 
1987;7:247-251. 8. Wenger TL, Cohn JB, Bustrack J. Comparison of the effects of bupropion and amitriptyline on 
cardiac conduction in depressed patients. J Clin Psychiatry. 1983;44(5, sec 2):174-175. 9. Lineberry CG, Johnston 
JA, Raymond RN, et al. A fixed-dose (300 mg) efficacy study of bupropion and placebo in depressed outpatients. 

J Clin Psychiatry. 1990;51:194-199. 10. Harto-Truax N, Stern WC, Miller LL, Sato TL, Cato AE. Effects of bupropion 
on body weight. J Clin Psychiatry. 1983;44(5, sec 2):183-186. 


The patient depicted in this advertisement is not an actual patient, but is a fictional composite of 
typical patient types. 
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WELLBUTRIN” (Bupropion nyorocutorive) Tablets 


Before prescribing, please consult complete product information, a summary of which follows: 


INDICATIONS AND USAGE: Wellbutrin is indicated for the treatment of depression. A physician considering the initia- 
tion of Wellbutrin should be aware that the drug may cause generalized seizures with an approximate incidence of 
0.4% (4/1000), This incidence may exceed that of other antidepressants as much as fourfold. This relative risk is 
only an approximation since no direct comparative studies have been conducted. 


CONTRAINDICATIONS: Wellbutrin is contraindicated in patients: with a seizure disorder; with a current or prior diagnosis 
of bulimia or anorexia nervosa, because of a higher incidence of seizures noted in such patients: who have shown 
an allergic response to it; or who are currently being treated with an MAO inhibitor. At least 14 days should elapse 
between discontinuation of an MAO inhibitor and initiation of treatment with Wellbutrin. 


WARNINGS: SEIZURES: Wellbutrin is associated with seizures in approximately 0.4% (4/1000) of patients treated 
at doses upto450 mg/day. This incidence of seizures may exceed that of other marketed antidepressants by as much 
as fourfold This relative risk is only an approximate estimate because no direct comparative studies have been con- 
ducted. The estimated seizure incidence for Wellbutrin increases almost tenfold between 450 and 600 mg/day, which 
is twice the us required daily dose (300 mg) and one and one-third the maximum recommended daily dose (450 
mg). Given the wide variability among individuals and their capacity to metabolize and eliminate drugs, this dispropor- 
tionate increase in seizure incidence with dose incrementation calls for caution in dosing. 

During the initial development, 25 among approximately 2400 patients treated with Wellbutrin experienced seizures. 
At the time of seizure, 7 patients were receiving daily doses of 450 mg or below, for an incidence of 0.33% (3/1000) 
within the recommended dose range. Twelve (12) patients experienced seizures at 600 m per day (2.3% incidence); 
6 additional patients had seizures at daily doses between 600 and 900 mg (2.8% incidence). 

A separate, prospective study was conducted to determine the incidence of seizure during an 8 week treatment ex- 
posure in approximately 3200 additional patients who received daily doses of up to 450 mg. Patients were permitted 
to continue treatment beyond 8 weeks if clinically indicated. Eight (8) seizures occurred during the initial 8 week treatment 
period and 5 seizures were reported in patients continuing treatment beyond 8 weeks, resulting in a total seizure in- 
cidence of 0.4%. 

The risk of seizure appears to be strongly associated with dose and the presence of predisposing factors. A signifi- 
cant predisposing factor (e.g. , history of head trauma or prior seizure, CNS tumor, concomitant medications that lower 
seizure threshold, etc.) was present in approximately one-half of the patients experiencing a seizure. Sudden and 
large increments in dose may contribute to increased risk. While many seizures occurred early in the course of treat- 
ment, some seizures did occur after several weeks at fixed dose. 

Recommendations for reducing the risk of seizure: Retrospective analysis of clinical experience gained during the 
development of Wellbutrin suggests that the risk of seizure may be minimized if (1) the total daily dose of Wellbutrin 
does not exceed 450 mg, ( = tees daily dose is administered t.i.d., with each single dose not to exceed 150 mg to avoid 
high peak concentrations of bupropion and/or its metabolites, and (3) the rate of incrementation of dose is very gradual. 
Extreme caution should be used when Wellbutrin is (1) administered to patients with a history of seizure, cranial trauma, 
or other precisposition(s) toward seizure, or (2) with other agents (¢.9., antipsychotics, other antidepressants, 
etc.) or treatment regimens (e.g., abrupt discontinuation of a benzodiazepine) that lower seizure threshold. 
Potential for Hepatotoxicity: In rats receiving large doses of bupropion chronically, there was an increase in incidence 
of hepatic hyperplastic nodules and hepatocellular hypertrophy. In dogs receiving large doses of bupropion chronically, 
various histologic changes were seen in the liver, and laboratory tests suggesting mild hepatocellular injury were noted. 
Although scattered abnormalities in liver function tests were detected in patients participating in clinical trials, there 
is no clinical evidence that bupropion acts as a hepatotoxin in humans. 


PRECAUTIONS: General: 

Agitation and insomnia: A substantial proportion of patients treated with Wellbutrin experience some degree of in- 
creased restlessness, agitation, anxiety, and insomnia, especially shortly after initiation of treatment. In clinical studies, 
these symptoms were sometimes of sufficient magnitude to require treatment with sedative/ hypnotic drugs. In ap- 
proximately 2% of patients, symptoms were sufficiently severe to require discontinuation of Wellbutrin treatment 
Psychosis, Confusion, and Other Neuropsychiatric Phenomena: Patients treated with Wellbutrin have been reported 
to show a variety of neuropsychiatric signs and symptoms including delusions, hallucinations, psychotic episodes, 
confusion, and paranoia. Because of the uncontrolled nature of many studies, it is impossible to provide a precise 
estimate of the extent of risk imposed by treatment with Wellbutrin. In several cases, neu ropsychiatric phenomena 
abated upon dose reduction and/or withdrawal of treatment. 

Activation of Psychosis and/or Mania: Antidepressants can precipitate manic episodes in Bipolar Manic Depressive 
patients during the depressed phase of their illness and may activate latent psychosis in other susceptible patients. 
Wellbutrin is expected to pose similar risks. 

Altered Appetite and om op A weight loss of greater than 5 pounds occurred in 28% of Wellbutrin patients. This 
incidence is approximately double that seen in comparable patients treated with tricyclics or placebo. Furthermore, 
while 34.5% of patients receiving tricyclic antidepressants gained weight, only 9.4% of patients treated with Wellbutrin 
did. Consequently, if weight loss is a major presenting sign of a patient's depressive illness, the anorectic and/or 
weight reducing potential of Wellbutrin should be considered 

Suicide: The possibility of a suicide attempt is inherent in depression and may persist until significant remission oc- 
curs. Accordingly, prescriptions for Wellbutrin should be written for the smallest number of tablets consistent with 
good patient management. 

Use in Patients with Systemic Iliness: There is no clinical experience establishing the safety of Wellbutrin in patients 
with a recent history of myocardial infarction or unstable heart disease. Therefore, care should be exercised if it is 
used in these groups. 


Because bupropion HCI and its metabolites are almost completely excreted through the kidney and metabolites are 
likely to undergo conjugation in the liver prior to urinary excretion, treatment of patients with renal or hepatic impair- 
ment should Deinitiated at reduced dosage as bupropion and its metabolites may accumulate in such patients beyond 
concentrations expected in patients without renal or hepatic impairment. The patient should be Closely monitored 
for possible toxic effects of elevated blooc and tissue levels of drug and metabolites 

Information for Patients: Consult complete product information 

a Interactions: No systematic data have been collected on the consequences of the concomitant administration 
of Wellbutrin and other drugs. 


However, animal data suggest that Wellbutrin may be an inducer of drug metabolizing enzymes. This may be of poten- 
tial clinical importance because the blood levels of co-administered drugs may be altered 

Alternatively, because bupropion is extensively metabolized, the co-administration of other drugs may aʻfect its clinical 
activity. In particular, care should be exercised when administering drugs known to affect hepatic drug metabolizing 
enzyme systems (e.g., carbamazepine, cimetidine, phenobarbital, phenytoin). 

Studies in animals demonstrate that the acute toxicity of bupropion is enhanced by the MAO inhibitor phenelzine (see 
CONTRAINDICATIONS). 

Limited clinical data suggest a higher incidence of adverse experiences in patients receiving concurrent administra- 
tion of Wellbutrin and L-dopa. Administration of Wellbutrin to patients receiving L-dopa concurrently should be undertaken 
with caution, using small initial doses and small gradual dose increases 

Concurrent administration of Wellbutrin and agents which lower seizure threshold should be undertaken only with 
extreme caution (see WARNINGS). Low initial dosing and small gradual dose increases should be employed. 
Carcinogenesis, Mutagenesis, Impairment of Fertility: Lifetime carcinogenicity studies were performed in rats and 
mice at dosesup to 300 and 150 mg/kg/day, respectively. In the rat study there was an increase in nodular proliferative 
lesions of the liver at doses of 100 to 300 mg/kg/day; lower doses were not tested. The question of whether or not 
such lesions may be precursors of neoplasms of the liver is currently unresolved. Similar liver lesions were not seen 
in the mouse study, and no increase in malignant tumors of the liver and other organs was seen in either study 
Bupropion produced a borderline positive response (2-3 times control mutation rate) in some strains in the Ames bacterial 
mutagenicity test, and a high oral dose (300, but not 100 or 200 mg/kg) produced a low incidence of chromosomal 
aberrations in rats. The relevance of these results in estimating the risk of human exposure to therapeutic doses is 
unknown 

A men i study was performed in rats; no evidence of impairment of fertility was encountered at oral doses up to 300 
mg/kg/day. 

Pregnancy: Teratogenic Effects: Pregnancy Category B: Reproduction studies have been pertormed in rabbits and 
rats at doses up to 15-45 times the human daily dose and have revealed no definitive evidence of impaired tertility 
or harm to the fetus due to bupropion. (In rabbits, a slightly increased incidence of fetal abnormalities was seen in 
two studies, but there was no increase in any specific abnormality). There are no adequate and well-controlled studies 
in pregnant women, Because animal reproduction studies are not always predictive of human response, this drug 
should be used during pregnancy only if clearly needed. 

Labor and Delivery: The effect of Wellbutrin on labor and delivery in humans is unknown 

Nursing Mothers: Because of the potential for serious adverse reactions in nursing infants from Wellbutrin, a deci- 
sion should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance 
of the drug to the mother. 

Pediatric Use: The safety and effectiveness of Wellbutrin in individuals under 18 years old have not been established 
Use in the Elderly: Wellbutrin has not been systematically evaluated in older patients. 


ADVERSE REACTIONS: (See also WARNINGS and PRECAUTIONS) Adverse events commonly encountered in patients 
treated with Wellbutrin are agitation, dry mouth, insomnia, headache/migraine, nausea/vomiting, constipation, and 
tremor. 

Adverse events were sufficiently troublesome to cause discontinuation of Wellbutrin treatment in approximately ten 
percent of the 2400 patients and volunteers who participated in clinical trials during the product's initial develop- 
ment. The more common events causing discontinuation include neuropsychiatric disturbances (3.0%), primarily 
agitation and abnormalities in mental status; gastrointestinal disturbances (2.1%), primarily nausea and vomiting; 
neurological disturbances (1.7%), primarily seizures, headaches, and sleep disturbances; and dermatologic prob- 
lems (1.4%), primarily rashes. It is important to note, however, that many of these events occurred at doses that ex- 
ceed the recommended daily dose. 


The table below is presented solely to indicate the relative frequency of adverseevents reported in representative con- 
trolled clinical studies conducted to evaluate the safety anc efficacy of Wellbutrin under relatively similar conditions 
of daily dosage (300-600 mg), setting, and duration (3-4 weeks). The f gures cited cannot be used to predict precise- 
ly the incidence of untoward events in the course of usual medical practice wnere patient characteristics and other 
factors must differ from those which prevailed in the clinica trials. These incidence figures also cannot be compared 
with those obtained from other clinical studies involving related drug products as each group of drug trials is con- 
ducted under a different set of conditions. 

Finally, itis important to emphasize that the tabulation doesnot reflect the relative severity and/or clinical importance 
of the events. A better perspective on the serious adverse avents associated with the use of Wellbutrin is provided 
in the WARNINGS and PRECAUTIONS sections. 


TREATMENT EMERGENT ADVERSE EXPERIENCE INCIDENCE IN PLACEBC-CONTROLLED CLINICAL TRIALS* 
(Percent of Patients Reporting) 





Wellbutrin Placebo Wellbutrin Placebo 


Patients Patients Patients Patients 
Adverse Experience (n = 323) (n = 185) Adverse Experience (n = 323) (n = 185) 
CARDIOVASCULAR Dry Mout) 27.6 18.4 
Cardiac Arrhythmias 5.3 4.3 Excessive Sweating 22.3 14.6 
Dizziness 22.3 16.2 Headache/ Migraine 25.7 22.2 
Hypertension 43 1.6 Impaired Sleep Cuality 4.0 1.6 
Hypotension 2.5 2.2 Increasec Salivary Flow 3.4 3.8 
Palpitations 3.7 2.2 Insomnia 18 6 15.7 
Syncope 1.2 0.5 Muscle Soasms 19 3.2 
Tachycardia 10.8 8.6 Pseudoparkinsonism 15 1.6 
DERMATOLOGIC Sedation — 19 8 19.5 
Sensory Disturbance 40 3.2 
Pruritus 2.2 0.0 
Rash 8.0 6.5 Tremor 211 76 
GASTROINTESTINAL NEUROPSYCHIATRIC 
Anorexia 18.3 18.4 Agitation 319 22.2 
Appetite Increase 3.7 2.2 Anxiety 31 11 
Constipation 26.0 17.3 Confusion 84 49 
Diarrhea 6.8 8.6 Decreased Libidc 31 1.6 
Dyspepsia 3.1 2.2 Delusions 1.2 1.1 
Nausea/ Vomiting 22.9 18.9 Disturbed Concentration 31 3.8 
Weight Gain 13.6 22.7 Euphoria 12 0.5 
Weight Loss 23.2 23.2 Hostility 56 3.8 
GENITOURINARY NONSPECIFIC 
Impotence 3.4 3.1 Fatigue 50 8.6 
Menstrual Complaints 4.7 1.1 Fever/Chiils 12 05 
Urinary Frequency 2.5 2.2 $ 
Urinary Retention 1.9 2.2 RESPIRATORY 
MUSCULOSKELETAL Upper Respiratory 
Arthritis 3.1 2.7 Compiaints 5.0 11.4 
NEUROLOGICAL SPECIAL SENSES 
Akathisia 1.5 1.1 Auditory Cisturbance 53 3.2 
Akinesia/Bradykinesia 8.0 8.6 Blurred Vision 14.6 10.3 
Cutaneous Tempera- Gustatory Disturbance 3.1 11 
ture Disturbance 1.9 1.6 


“Events reported by at least 1% of Wellbutrin patients are included 


Other events observed during the development of Wellbutrin: The cond tions and duration of — to Wellbutrin 
varied greatly and a substantial proportion of the experience was gained in open and uncontrolled clinical settings. 
During this experience, numerous adverse events were reported: however, withowt appropriate controls, itis impossible 
to determine with certainty which events were or were not Caused by Wellbutrin. The following enumeration is organized 
by organ system and describes events in terms of their epit r K p w the data base. Events of major 
clinical importance are also described in the WARNINGS and PRECAUTIONS sections of the labeling. 

The following definitions of frequency are used: Frequent adverse events are defined as those occurring in at least 
1/100 patients. Infrequent adverse events are those occurring in 1/100 to 1/1000 patients, while rare events are those 
occurring in less than 1/1000 patients. 

Cardiovascular: Frequent was edema; infrequent were chest pain, EKG abnormalities (premature beats and nonspecific 
ST-T changes), and shortness of breath/dyspnea; rare were flushing, oallor, phlebitis and myocardial infarction. 
Dermatologic: Frequent were nonspecific rashes; infrequert were alopecia and dry skin; rare were change in hair 
color, hirsutism and acne. 

Endocrine: \ntrequent was gynecomastia; rare were glycosuria and hormone evel change. 

Gastrointestinal: \nfrequent were dysphagia, thirst disturbance, anc liver damage/ jaundice: rare were rectal com- 
plaints, colitis, G.I. bleeding, intestinal perforation and stomach ulcer. 

Genitourinary: Frequent was nocturia; infrequent were vagiral irritation, testicular swelling, urinary tract infection, 
painful erection, and retarded ejaculation; rare were dysuria, enuresis, urinary incontinence, menopause, ovarian 
disorder, pelvic infection, cystitis, dyspareunia, and painfu ejaculation. 

Hematologic/Oncologic: Rare were lymphadenopathy, anemia and pancytopenia 

Musculoskeletal: Rare was musculoskeletal chest pain. 

Neurological: (see WARNINGS) Frequent were ataxia/incoordination, se-zure, myoclonus, dyskiresia, and dystonia: 
infrequent were mydriasis, vertigo, and dysarthria; rare were EEG abnormality, anormal neurological exam, impaired 
attention, sciatica and aphasia. 

Neuropsychiatric: (see PRECAUTIONS) Frequent were mania/ hypomania, increased libido, hallucinations, decrease 
in sexual function, and depression: infrequent were memoryimpairmen:, depersonalization, psychosis, dysphoria, 
mood instability, paranoia, formal thought disorder, and fricidity; rare was suicidal ideation. 

Oral Complaints: Frequent was stomatitis; infrequent were toothache, bruxism gum irritation, and oral edema: rare 
was glossitis. 

Respiratory: \ntrequent were bronchitis and shortness of breath /dyspnea; rarewere epistaxis, rate or rhythm disor- 
der, pneumonia and pulmonary embolism. 

Special Senses: \ntrequent was visual disturbance; rare was diplopia. 

Nonspecific: Frequent were flu-like symptoms; infrequent was nonspecific pain; sare were body odcr, surgically related 
pain, infection, medication reaction and overdose. 


DOSAGE AND ADMINISTRATION: General Dosing Considerations: |t is particular'y important to administer Wellbutrin 
in a manner most likely to minimize the risk of seizure (see WARNINGS). Increases in dose should not exceed 100 
mg/day in a3 day period. Gradual escalation in dosage is also important if agitation, motor restlessness, and insom- 
nia, often seen during the initial days of treatment, are to be minimized. li necessary, these effects may be managed 
by temporary reduction of dose or the short-term administration of an intermediate to ong acing sedative hypnotic. 
A sedative hypnotic usually is not required beyond the first week of treatment. insomnia may also be minimized by 
avoiding bedtime doses. If distressing, untoward effects supervene, dose escalation should be stopped. 

No single dose of Wellbutrin should exceed 150 mg. Wellbutrin should beadminéstered t.i.d., preterably with at least 
6 hours between successive doses. 

Usual Dosage for Adults: The usual adult dose is 300 mg/day. given t.i.d Dosing should begin at 200 mg/day, es 
as 100 mg b.i.d. Based on clinical response, this dose may be increasec to 300 mg/day, given as 100 mg t.i.d., no 
sooner than 3 days after beginning therapy (see table below). 


Dosing Regimen 
Treatment Total Tablet Number of Tablets 
Day Daily Dose Strength Morning Midday Evening 
1 200 mg 100 mg 1 0 1 
4 300 mg 100 mg 1 1 1 


Increasing the Dosage Above 300 mg/ Day: As with other antidepressants, the fu'l antidepressant affect of Wellbutrin 
may not be evident until 4 weeks of treatment or longer. An increase in dosage, upto a maximum of 450 mg/day, given 
in divided doses of not more than 150 mg each, may be considered for patients in whom no clinical improvement is 
noted after several weeks of treatment at 300 mg/day. Dosing above 300 mg/cay may be accomplished using the 
75 or 100 mg tablets. The 100 mg tablet must be administerediq.i.d. with at least 4 hours between successive doses, 
in order not to exceed the limit of 150 mg in a single dose. We'lbutrin should be discontinued in patients who do not 
demonstrate an adequate response after an appropriate period of treatment at 450 mg/day. 

Elderly Patients: In general, older patients are known to metabolize crujs more slowly and to be more sensitive to 
the anticholinergic, sedative, and cardiovascular side effects of antidepressant drugs. 


Burroughs Wellcome Co. 
Wellcome Research Triangle Park, NC 27709 
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ecutive Director, 103 South Adams Street, Rockville, MD 
20850; 301-251-2790. 


March 21—22, 18th annual conference, The New York 
Branch of the Orton Dyslexia Society, New York. Contact: 
Amy Bailin, New York Branch of the Orton Dyslexia Soci- 
ety, 80 Fifth Avenue, New York, NY 10011; 212-691-1930. 


March 22-24, annual meeting, Association for Child Psy- 
choanalysis, St. Louis. Contact: Charles A. Mangham, M.D., 
President, P.O. Box 5935, Washington, DC 20016; 202- 
363-7849, 


March 23—26, annual meeting, American Orthopsychiatric 
Association, Toronto, Ontario. Contact: Herbert A. Sohn, 
Ph.D., Executive Director, 19 West 44th Street, Suite 1616, 
New York, NY 10036; 212-354-5770. 


APRIL 


April 3—5, 2nd International Congress on Emergency Psychi- 
atry, Amsterdam. Contact: 2nd International Congress on 
Emergency Psychiatry, c/o Leids Congres Bureau, P.O. Box 
16065, 2301 GB Leiden, The Netherlands; 31-71-275299. 


April 4—7, annual meeting, Bulimia Anorexia Self-Help, Inc., 
St. Louis. Contact: Felix E.F. Larocca, M.D., President, P.O. 
Box 39903, St. Louis, MO 63139; 314-567-4080. 


April 10-13, international conference, “Changing Mental 
Health Care in the Cities of Europe,” Amsterdam. Contact: 
Congress Secretariat, QLT/CONGREX, Keizersgracht 782, 
1017 EC Amsterdam, The Netherlands; 31-0-20-26-13-72. 


April 11-14, annual meetirg, American College of Physi- 
cians, New Orleans. Contacz: John Ball, M.D., J.D., Execu- 
tive Vice-President, Sixth Street at Race, Philadelphia, PA 
19106; 215-351-2400. 


April 15-19, annual meeting, American Society of Clinical 
Hypnosis, St. Louis. Contact: William F. Hoffmann, Jr., Ex- 
ecutive Vice-President, 2250 East Devon Avenue, Suite 336, 
Des Plaines, IL 60018; 708-297-3317. 


April 17—19, international symposium, “Eating Disorders,” 
International Society for Adolescent Psychiatry in Associa- 
tion With the Eating Disorders Section of the World Psychi- 
atric Association, Paris. Contact: Herman D. Staples, M.D., 
IACAPAP Coordinator for North America, 24 Green Valley 
Road, Wallingford, PA 19086. 


April 17—21, annual meeting, American Association of Sui- 


cidology, Boston. Contact: Julie Perlman, M.S. W., Executive 
Officer, 2459 South Ash, Denver, CO 80222; 303-692-0985. 
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April 18~20, annual meeting, Society for Research in Child 
Development, Seattle. Contact: John W. Hagen, Executive 
Officer, 300 North Ingalls Boulevard, Ann Arbor, MI 48109- 
0406; 313- 764-2443. 


April 18--21, annual meeting, National Council on Alcohol- 
ism and Drug Dependence, Boston. Contact: Hamilton Beaz- 
ley, President, 12 West 21st Street, 8th Floor, New York, NY 
10010; 212-206-6770. 


April 18-21, 9th Annual Symposium in Forensic Psychiatry, 
American College!of Forensic Psychiatry, Newport Beach, 
Calif. Contact: Ed Miller, Executive Director, 26701 Quail 
Creek, Suite 295, a Hills, CA 92656; 714-831-0236. 


April 21-24, annual meeting, American Association for 
Counseling and Dėvelopment, Reno, Nev. Contact: William 
W. Hunter, Acting Executive Director, 5999 Stevenson Av- 
enue, Alexandria, VA 22304; 703-823-9800. 


April 21-27, annual meeting, American Academy of Neu- 
rology, Boston. Contact: Jan W. Kolehmainen, Executive Di- 
rector, 2221 University Avenue, S.E., Suite 335, Minneapo- 
lis, MN 55414; 612- 623-8115. 


April 26-27, son ference: “Women,” Cambridge Hospital 
and Harvard Medical School and The Stone Center at Welles- 
ley College, Boston. Contact: Judy Reiner Platt, Cambridge 
Hospital, 1493 Cambridge Street, Cambridge, MA 02139; 
617-864-6165. ! 


l 
i 


April 30-May 5, aad meeting, American Association of ` 

Sex Educators, Counselors and Therapists, St. Louis. Con- 

tact: David G. Lister, Executive Director, 435 North Mich- 

igan Avenue, Suite 1717, Chicago, IL 60611; 312-644-0828. 
i 


i 
| 
MAY | 


May 1—4, annual hene American Association for the His- 
tory of Medicine, Cleveland. Contact: Dr. Gerald N. Grob, 
chair, AAHM Program Committee, Institute for Health Pol- 
icy, 30 College Avenue, Rutgers University, New Brunswick, 
NJ 08903; 908- -932- -8377. 





May 3—5, Advanced Clinical Course in Pediatric Obesity, 
University of California, San Francisco, Center for Child and 
Adolescent Obesjty. Contact: Laurel Mellin, Center for 
Child and Adolescent Obesity, Department of Family and 
Community Medjcine, Box 0900, University of California, 
San Francisco, CA 94143; 415-476-1482. 


| 
| 
| 


The 1991 Annual Meeting 


Will include over 600 scientific sessions featuring: 


e Symposia 
¢ Workshops 
e CME Courses 
e Paper Sessions 
e Distinguished Speakers 
e A Round Table Discussion 
EW ORLEANS e Review of Psychiatry Sessions 
sickens tye iden One fie Expanded New Research Sessions 
e Clinical and Continuous 
Case Conferences 





MAY 144-46, 799% 





N 
L 


Small Group Formats will include: 


e Meeting informally with prominent colleagues 
(Discussion Groups) 
e Discussing difficult cases with experts in the field 
(Clinical Consultation With Series) 
e Discussing problem areas in psychiatric research with senior 
research colleagues (Research Consultation With Series) 


Plus Many 
Other Educational 
Formats And Exhibits 


For further information, please write: 


Office to Coordinate the Annual Meeting 
American Psychiatric Association 
1400 K Street, N.W. 
Washington, D.C. 20005 


Our Children: Our Future 
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Reprinted for the information of the readers of the American Journal of Psychiatry 
‘THE BRITISH JOURNAL OF PSYCHIATRY 


OCTOBER 1990 VOLUME 157 


Annotation | 
Psychological sequelae of torture. A descriptive model. S. Turner and 
C. Gorst-Unsworth 
Lecture | 
Structure and function in neurology and psychiatry. E.H. Ree 
Review Article 


Overexcitement and disinhibition. Dynamic neurotransmitter interactions in 
alcohol withdrawal. P. Glue and D. Nutt i 


Papers | 
Towards a system of outcome indicators for mental health care. R. Jenkins 


The functional psychoses in Afro-Caribbeans. I. Harvey, M. Willi } , P. McGuffin 
and B.K. Toone 


Eating behaviour and attitudes to weight and shape in British E from three 
ethnic groups. B. Dolan, J. Hubert Lacey and C. Evans 


Suicide in England and Wales and in Scotland. An examination o 
trends. I.K. Crombie 


Suicide in Cork and Ireland. M.J. Kelleher and M. Daly 
Adult affective disorder and early environment. B. Rodgers 


Hormonal responses to fenfluramine in depressive subtypes. P. Mitchell, 
G. Smythe, G. Parker, K. Wilhelm, I. Hickie, H. Brodaty and P. Boyce 


Syndromes of chronic schizophrenia. P.F. Liddle and T.R.E. Barnés 


Regional brain metabolism during auditory hallucinations in chronic 
schizophrenia. J.M. Cleghorn, E.S. Garnett, C. Nahmias, G.M. Brown, 
R.D. Kaplan, H. Szechtman, B. Szechtman, S. Franco, S.W. D and P. Cook 


A trial of family therapy versus a relatives’ group for aie. Two-year 


divergent 


of 
! 
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follow-up. J. Leff, R. Berkowitz, N. Shavit, A. Strachan, I. Glass and C. Vaughn 


‘Obstetric complications, the putative familial-sporadic distinction, and tardive 


dyskinesia in schizophrenia. E. O’Callaghan, C. Larkin, A. Ren 
and J.L. Waddington 


Predictors of improvement in tardive dyskinesia following a of 
neuroleptic medication. W.M. Glazer, H. Morgenstern, N. Schoolia C.S. Berkman 
and D.C. Moore 


Symptom specificity in patients with panic. P. Lelliott and C. Bass 

Brief Reports 

Prevalence of Huntington’s disease among UK immigrants from the Indian 
subcontinent. R.S. Shiwach and R.H. Lindenbaum 


Can brain damage protect against schizophrenia? A case report of twins. 
S.W. Lewis, I. Harvey, M. Ron, R. Murray and A. Reveley | 


Claimed simulation of insanity. A coping strategy in mania. T.R. Suresh 
and T.N. Srinivasan 


Reflections of the self: atypical misidentification and delusional rema in two 
patients with Alzheimer’s disease. S.E. Molchan, R.A. Martinez, ‘le Lawlor, 
J.-H. Grafman and T. Sunderland 


Delusional misidentification, AIDS and the right hemisphere. P. c} ibian 
and S. Lewis 


Rapid-cycling disorder in association with cerebral sarcoidosis. D4G. Walbridge 
Temporary Munchausen syndrome. P.M. Higgins 

Correspondence 

A Hundred Years Ago. Researched by Henry Rollin 

Books Reconsidered 3 
Bereavement: Studies of Grief in Adult Life (C.M. Parkes). Davidi A. Alexander 
Book Reviews 
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Impnavemnent thet segressem patients 
can wake up and notice... 





W Better days 


Antidepressant 
effectiveness with the 
nighttime advantage 


ROECRIG see 


division of Plizer Pharmaceuticals 


© 1989, Pfiz 





start with, 
better nights 


E Up to 97% of depressed patients experience 
some kind of sleep disturbance, and often 
it may be the presenting sign’ 


Æ Sleep disturbances respond particularly well 
to once-a-day Sinequan’ (doxepin HCl)... 
as it works to relieve underlying cepression 
and anxiety?’ 


The possibility of drug interaction should be ccnsidered if the patient 
is receiving other drugs concomitantly 


SINEQUAN 


(doxepin HC) a= 


fi e 150-mg capsule stren katin s inte ndan for mainan e therapy enly and is not 
ommen ded for initiation of treatm 


aa see brief summary of vaaata (doxepin HCI) prescribing information 
on next page 


References: 1. Goldberg HL: Sleep disturbance as a menifestation of depression, in Somatic Depression: Insights for 
Primary Care Physicians. Proceedings of a symposium held in Miami, Dec 4, 1978. New York, Postgraduate Medicine 
Communications, pp 13-18. 2. Karacan |, Blackburn AB, Thornby Ji, et al: The effect of doxepin HCI (Sinequan) on sleep 
Eam and clinical symptomatology of neurotic depressed patients with sleep disturbance, in Sinequan® (doxepin 

CI): A Monograph of Recent Clinical Studies. Princeton, NJ, Excerpta Medica, 1977, pp 4-22. 3. nares HL, Finnerty 
RJ: The use of doxepin in the treatment of symptoms of anxiety neurosis and accompanying depression: A collaborative 


controlled study. Am J Psychiatry 1972;129(July):74-77. 


SINEQUAN ccoxcoin HCI) 


BRIEF SUMMARY 

SINEQUAN= (doxepin HCI) Capsules/Oral Concentrate 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hypersensitivity to the drug. Possibility 
of cross sensitivity with other dibenzoxepines should ba kept in mind. 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. These disorders should be 
ruled out, particularly in older patients. 

Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent illness or patients taking other 
medications should be carefully adjusted. This is especially important in patients receiving other medications with 
anticholinergic effects. 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric patients should be adjusted 
carefully based on the patient's condition. 

Usage in Pregnancy: Reproduction studies have been performed in rats, rabbits, monkeys and dogs and there was no 
evidence of harm to the animal fetus. The relevance to humans is not known. Since there is no experience in pregnant 
women who have received this drug, safety in pregnancy has not been established. There has been a report of apnea and 
drowsiness occurring in a nursing infant whose mother was taking SINEQUAN 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not recommended because safe 
conditions for its use have not been established 
Drug Interactions. 

AO Inhibitors: Serious side effects and even death have been reported following the concomitant use of certain 
drugs with MAO inhibitors. Therefore, MAO inhibitors should be discontinued at least two weeks prior to the cautious 
initiation of therapy with SINEQUAN. The exact length of time may vary and is dependent upon the particular MAO 
inhibitor being used, the length of time it has been adrrinistered, and the dosage involved. 

Cimetidine: Cimetidine has been reported to produce — significant fluctuations in steady-state serum concen- 
trations of various tricyclic antidepressants. Serious anticholinergic symptoms (i.e., severe dry mouth, urinary 
retention and blurred vision) have been associated with elevations in the serum levels of tricyclic antidepressant when 
cimetidine therapy is initiated. Additionally, higher than expected tricyclic antidepressant levels have been observed 
when they are begun in patients already taking cimetidine. In patients who have been reported to be well controlled on 
tricyclic antidepressants receiving concurrent cimetidine therapy, discontinuation of cimetidine has been reported to 
decrease established steady-state serum tricyclic anti depressant levels and compromise their therapeutic effects 

Alcohol: It should be borne in mind that alcohol ingestion may increase the danger inherent in any intentional or 
unintentional SINEQUAN overdosage. This is especially important in patients who may use alcohol excessively 

Tolazamide: A case of severe hypoglycemia has been reported in a type II diabetic patient maintained on tolazamide 

1 gm/day) 11 days after the addition of doxepin (75 mg/day). 

cautions. Since drowsiness may occur with the use of this drug, patients should be warned of the possibility and 
cautioned against driving a car or operating dangerous machinery while taking the drug. Patients should also be 
cautioned that their response to alcohol may be potentiated. 

Since suicide is an inherent risk in any depressed patient and may remain so until significant improvement has 
occurred, patients should be closely supervised during the early course of therapy. Prescriptions should be written for the 
smallest feasible amount. 

Should increased symptoms of psychosis or shift to manic symptomatology occur, it may be necessary to reduce 
dosage or add a major tranquilizer to the dosage regimen. 

Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been specifically reported with 
SINEQUAN use. However, due to the close pharmacological similarities among the tricyclics, the reactions should be 
considered when prescribing SINEQUAN (doxepin HC!) 

Anticholinergic Effects: Ory mouth, blurred vision, constipation, and urinary retention have been reported. If they do 
not subside with continued therapy, or become severe, it may be necessary to reduce the dosage. 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. This tends to disappear as 
therapy is continued. Other infrequently reported CNS side effects are confusion, disorientation, hallucinations, 
numbness, paresthesias, ataxia, extrapyramidal symptoms, seizures, tardive dyskinesia, and tremor 

ao nh veal Cardiovascular effects including hypotension, hypertension, and tachycardia have been reported 
occasionally. 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred. 

Hematologic: Eosinophilia has been reported in a few patients. There have been occasional reports of bone marrow 
depression manifesting as agranulocytosis, leukopenia, thrombocytopenia, and purpura. 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, and aphthous stomatitis have 
been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testicular a gynecomastia in males, enlargement of breasts and 
galactorrhea in the female, raising or lowering of blood sugar levels, and syndrome of inappropriate antidiuretic hormone 
secretion have been reported with tricyclic administration, 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaundice, alopecia, headache, 
exacerbation of asthma, and hyperpyrexia (in association with chlorpromazine) have been occasionally observed as 
adverse effects. 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms upon abrupt cessation of treatment 
after prolonged SINEQUAN administration should be borne in mind. These are not indicative of addiction and gradual 
withdrawal of medication should not cause these symptoms 
Dosage and Administration. For most patients with illness of mild to moderate severity, a starting daily dose of 75 mg is 
recommended. Dosage may subsequently be increased or decreased at appropriate intervals and according to individual 
response. The usual optimum dose range is 75 mg/day to 150 mg/day. 

In more severely ill patients higher doses may be required with subsequent gradual increase to 300 mg/day if 
necessary. Additional therapeutic effect is rarely to be cbtained by exceeding a dose of 300 mg/day 

In patients with very mild symptomatology or emotional symptoms accompanying organic disease, lower doses may 
suffice. Some of these patients have been controlled or doses as low as 25-50 mg/day 

The total daily ee of SINEQUAN may be given on a divided or once-a-day dosage schedule. If the once-a-day 
schedule is ma i- the maximum recommended dose is 150 mg/day. This dose may be given at bedtime. The 150 mg 
capsule strength is intended for maintenance therapy only and is not recommended for initiation of treatment. 

Anti-anxiety effect is apparent before the antidepressant effect. Optima! antidepressant effect may not be evident for 
two to three weeks. 

Overdosage. 
A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias and tachycardias 

Also: urinary retention — crea decreased gastrointestinal motility (paralytic ileus), hyperthermia (or hypo- 
thermia), hypertension, dilated pupils, hyperactive reflexes 
B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary 

2. Severe: Medical cig, Nel of severe SINEQUAN overdosage consists of aggressive supportive therapy. If the 
patient is conscious, gastric lavage, with appropriate precautions to prevent pulmonary aspiration, should be pertormed 
even though SINEQUAN is mee absorbed. The use of activated charcoal has been recommended, as has been 
continuous gastric lavage with saline for 24 hours or more. An adequate airway should de established in comatose 
patients and assisted ventilation used if necessary. EKG monitoring may be required for several days, since relapse after 
apparent recovery has been reported. Arrhythmias should be treated with the appropriate antiarrhythmic agent. It has 
been reported that many of the cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in adults may be 
reversed by the slow intravenous administration of 1 mg to 3 mg of physostigmine salicylate. Because physostigmine is 
rapidly metabolized, the dosage should be repeated as required. Convulsions may respond to standard anticonvulsant 
therapy, however, barbiturates may potentiate any respiratory depression. Dialysis and forced diuresis generally are not 
of value in the management of overdosage due to high tissue and protein binding of SINEQUAN 





More detailed professional information available on request. 
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MOVING? 


PLEASE NOTIFY US 
6 WEEKS IN ADVANCE 


MEMBERS: This notification will change 
your address (and/or name) for the 

AMERICAN JOURNAL OF PSYCHIATRY, 
PSYCHIATRIC NEWS, and all member- 
wide APA mailings. 


SUBSCRIBERS: Please notify each 
publication separately. 


FORMER ADDRESS: 





PASTE LABEL HERE 





NEW ADDRESS and/or NAME: 





NAME 





DEPARTMENT 





ORGANIZATION 





STREET 





CITY STATE ZIP 





PHONE # 


APA MEMBERS MAIL TO: 


Office of Membership Services 

AMERICAN PSYCHIATRIC ASSOCIATION 
1400 K Street, N.W. 

Washington, D.C. 20005 


SUBSCRIBERS MAIL TO: 


APA Circulation Department, 

AMERICAN PSYCHIATRIC ASSOCIATION 
1400 K Street, N.W. 

Washington, D.C. 20005 








Helene Fuld Medical Center, an Associate of the Univer- 
sity Health System of New Jersey, has two full time Psychia- 
trist positions available. Our 353-bed medical center main- 
tains a 28-bed voluntary and involuntary unit. 


CHIEF OF INPATIENT PSYCHIATRY 


Seeking Board Certified, NJ licensed or eligible professional with a 
commitment to community-based Psychiatry. Must have academic ori- 
entation, min. of 3 years inpatient experience and eligibility for academic 
appointment. Position reports to Director of Psychiatry. Responsibilities 
include: providing clinical & administrative oversight for all inpatient 
care, developing & monitoring QA activities, lead daily rounds, etc. 


CLINICAL PSYCHIATRIST 


Seeking Board eligible, NJ licensed or eligible professional (ideal for 
individual completing residency) with commitment to community-based 
Psychiatry. Must have academic orientation. Position reports to Direc- 
tor of Psychiatry. Responsibilities include: providing direct patient care 
in both inpatient and outpatient settings, assist the Chief of Inpatient 
Psychiatry in the development of consultative/liaison activities, assist 
the Chief of Ambulatory Psychiatric Services in the provision of care in 
outpatient settings along with developing and presenting educational 
programs. 


Practice selection 
just got 
a little easier. 








Please send me a free 
copy of Selecting a 
Physician Practice 
Opportunity. 


Ki 


C An 
AA 
Saina 


The above positions include highly oat po salary, additional 
opportunity for private practice plus full benefits package. Please 
send CV, stating position of interest, to: MARVIN LEIFER, M.D., 
Director of Psychiatry. 





i 





Helene Fuld ee eee 
e NAME 
Medical Center 
Trenton, NJ 08638 
Associate, University Health CITY STATE ZIP 
System of New Jersey 
Equal Opportunity Employer M/F PHONE 





Mail to: Physician Recruitment Department. 
HCA Psychiatric Company, One Park Plaza, 
| Nashville, Tennessee 37203. | 


| 
| 
| 
| 
| 
750 Brunswick Avenue : ADDRESS 
| 
| 
| 
| 


PSYCHI ATRISTS The process of identifying potential 


practice opportunities can be overwhelm- 
ing. Personal factors such as the type of 
community and climate you prefer must be 
balanced with a myriad of professional 
considerations. That’s why we’re offering 


Natividad Medical Center, located on the beauti- 
ful Monterey Peninsula in California, is seeking a 
Chief Psychiatrist and Psychiatrist. NMC isa 211- 





bed, JCAHO accredited teaching hospital (UCSF Selecting a Physician Practice Opportunity, 
Family Practice Residency Program) with full a free step-by-step guide through the practice 
ancillary services. selection process. 
The booklet contains more than 30 pages 
Contracted position with excellent compensation of helpful information includ_ng timetables 
package and paid malpractice. Send C.V's to: to help you organize your search and tips 
on planning effective community visits. An 
Stephanie Clymer entire section is devoted to helping you 
Associate Personnel Analyst analyze financial and contrac-ual variables. 
Natividad Medical Center Cut out the confusion. Send for your free 
1330 Natividad Road booklet today. Or call us at 1-800-251-2561 
P.O. Box 81611 or 1-800-342-2110 in Tennessee for more 
Salinas, CA 93912-1611 information about the wide range of HCA 


practice opportunities. 


t Psychiatric 


àCompany 


One Park Plaza Nashville, Tennessee 37203 
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Psychiatric Neuroscience 
Fellowship Program 


The Harvard Medical School Department of Psychia- 
try at McLean Hospital and Massachusetts General 
Hospital invites applicants to a new two year full-time 
_ training opportunity in psychiatric neuroscience. The 
program consists of advanced lectures in the basic 
and clinical neurosciences, research training under 
the direction of a faculty mentor, and supervised clini- 
cal work. 

You must have completed an ACGME accredited 
psychiatric residency training program. Starting date: 
July 1, 1991. Includes appointment to Harvard Medical 
school 


Please send a C.V. and three letters of rec- 
ommendation to Charles A. Marotta, M.D., 
Ph.D., Chairman, Psychiatric Neuroscience 
Fellowship Committee, at either The Mailman 
Research Center, McLean Hospital, 115 Mill 
Street, Belmont, MA 02178, or The Neuro- 
biology Laboratory, Bulfinch 4, Massachusetts 
‘General Hospital, Boston, MA 02114. McLean 
' Hospital and Massachusetts General Hospital 


are equal opportunity employers. 


SS 
McLean Hospital 


Medical Director 


Major San Francisco area medical center 
seeks half-time medical director for Its 
inpatient psychiatric and crisis programs. 
Strong background in inpatient psychiatry 
and crisis programs, program develop- 
ment and marketing essential. | 
We offer superlative benefits, shuttles from 
public transportation, free parking and 
more. Please send resume and letter of 
interest to Deborah Pitts, c/o Administra- 
tion, Seton Medical Center, 1900 Sullivan 
Ave., Daly City, CA 94015. Sponsored and 
Operated by the Daughters of Charity of 
Saint Vincent de Paul. EOE m/t/inw. 


_ Seton 
Medical Center 
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INEW NON PROFIT 
PSYCHIATRIC HOSPITAL 

| SEEKING 
EDICAL DIRECTOR 


Eastem Maine Healthcare through its Ross 
Psychiatric Division is building a new 105 bed 
academically oriented center for behavioral 
medicine. Specialized Inpatient and outpatient 
programs In child, adolescent, adult and 
gero-psychiatry are planned. Chemical dependency 
Inpatient and outpatient programs for adults and 
children are also planned. 

This new hospital will open in mid 1992 with 
chemical dependency services opening In mid 1991. 
The hospital will serve as the primary treatment 
facility for people with mental health and chemical 
dependency needs in the northern half of Maine. 

- We are now recruiting board certified, 
administratively experienced applicants who should 
apply by January 1, 1991 to: 


I H. LaMarche, MD, VPMA 
Medical Director 
ern Maine Medical Center 
489 State Street 
| Bangor, Maine 04401 
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Psychiatrists 
Making a career move? Why not let your 
Association! work for you. For a confidential dis- 
cussion of how we can assist you call or write: 
Graéme' Fergusson, Placement Coordinator 
APA /Psychiatric Placement Service 
1400 K Street N.W., Washington, D.C. 20005 
(202) 682-6108/682-6370 


! 
Dedicated to Serving Mental Health Facilities 
& Psychiatrists Nationwide. S 
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A spectrum of reasons 
to write D.A.W. 
when you prescribe 


Norp ram i n 10, 25, 50, 75, 100, 150 mg 


(desipramine hydrochloride tablets USP) 
A logical choice among antidepressants 


A 25-year history of proven clinical usefulness with unsurpassed 
flexibility of dosage provided by 6 tablet strengths, color coded to 
ensure exact identification. It also offers dose equivalence that permits 
prescribing one tablet of greater strength in place of multiple doses of 
lesser strengths, resulting in increased patient compliance and greater 
than 20% cost savings. 


(Brief Summary of Prescribing Information appears on the next page.) 








Ensure the maximum 
benefits of Norpramin 
by specifying “Dispense 
As Written.” 


=m A 25-year record of 
efficacy in relieving the 
symptoms of 
depression* 


= Less anticholinergic 
activity than 
amitriptyline or 
doxepin* 


= Usually no excessive 
daytime drowsiness 
(see Warnings)t 


Norpramin 


(desipramine 


hydrochloride tablets USP) 


“References supporting these statements 
available from MERRELL DOW 
PHARMACEUTICALS INC., Cincinnati, Ohio 
45242. 


'Norpramin does not usually inhibit normal 
activity, although patients should be cautioned 
against driving or operating machinery if 
drowsiness occurs (see Warnings, Precautions, 
and Adverse Reactions). 


. . 
. 

= 

e 


8-1912 (NR081) February, 1989 Printed in U.S.A. 


Norp ram i n ® 10, 25, 50, 75, 100, 150 mg 


(desipramine hydrochloride tablets USP) 


N 
Norpramin 
(desipramine hydrochloride tablets USP) 


BRIEF SUMMARY 
CAUTION: Federal law prohibits dispensing without prescription. 


INACTIVE INGREDIENTS 
The following inactive ingredients are contained in all dosage strengths: acacia, calcium 
carbonate, corn starch, D&C Red No. 30 and D&C Yellow No. 10 (except 10 mg and 150 mg), 
FD&C Blue No. 1, FD&C Red No. 3, FD&C Yellow No. 6, hydrogenated soy oil, iron oxide, 
light mineral oil, magnesium stearate, mannitol, polyethylene glycol 8000, pregelatinized 
com starch, sodium benzoate (except 150 mg), sucrose, talc, titanium dioxide, and other 
ingredients. 
CLINICAL PHARMACOLOGY 
Metabolism 
The rate of metabolism of tricyclic antidepressants varies widely from individual to 
individual, chiefly on a genetically determined basis. In general, the elderly metabolize 
tricyclic antidepressants more slowly than do younger adults. 
Certain drugs, particularly the psychostimulants and the phenothiazines, increase plasma 
levels of concomitantly administered tricyclic antidepressants through competition for the 
same metabolic enzyme systems. Other substances, particularly barbiturates and alcohol, 
induce liver enzyme activity and thereby reduce tricyclic antidepressant plasma levels. 
Similar effects have been reported with tobacco smoke. 
Additional information on metabolism appears in Full Prescribing Information 
CONTRAINDICATIONS 
Desipramine hydrochloride should not be given in conjunction with, or within 2 weeks of, 
treatment with an MAO inhibitor drug; hyperpyretic crises, severe convulsions, and death 
have occurred in patients taking MAO inhibitors and tricyclic antidepressants. When 
Norpramin (desipramine hydrochloride) is substituted for an MAO inhibitor, at least 2 weeks 
should elapse between treatments. Norpramin should then be started Cautiously and should 
be increased gradually. 
The drug is contraindicated in the acute recovery period following myocardial infarction. It 
Should not be used in those who have shown prior hypersensitivity to the drug. Cross 
sensitivity between this and other dibenzazepines is a possibility. 
WARNINGS 
. Extreme caution should be used when this drug is given in the following situations: 
a. In patients with cardiovascular disease, because of the possibility of conduction 
defects, arrhythmias, tachycardias, strokes, and acute myocardial infarction. 
b. In patients with a history of urinary retention or glaucoma, because of the 
anticholinergic properties of the drug. 
c. In patients with thyroid disease or those taking thyroid medication, because of the 
possibility of cardiovascular toxicity, including arrhythmias. 
d. In patients with a history of seizure disorder, because this drug has been shown to 
lower the seizure threshold. 
. This drug is capable of blocking the antihypertensive effect of guanethidine and 
similarly acting compounds. 
USE IN PREGNANCY 
Safe use of desipramine hydrochloride during pregnancy and lactation has not been 
established; therefore, if it is to be given to pregnant patients, nursing mothers, or 
women of childbearing potential, the possible benefits must be weighed against the 
possible hazards to mother and child. Animal reproductive studies have been 
inconclusive. 
_ USE IN CHILDREN 
Norpramin (desipramine hydrochloride) is not recommended for use in children since 
Safety and effectiveness in the pediatric age group have not been established. (See 
ADVERSE REACTIONS, Cardiovascular.) 
The patient should be cautioned that this drug may impair the mental and/or physical 
abilities required for the performance of potentially hazardous tasks such as driving a 
Caf of operating machinery. 
. In patients who may use alcohol excessively, it should be borne in mind that the 
potentiation may increase the danger inherent in any suicide attempt or overdosage. 
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PRECAUTIONS 

|. It is important that this drug be dispensed in the least possible quantities to depressed 

outpatients, since suicide has been accomplished with this class of drug. Ordinary 

prudence requires that children not have access to this drug or to potent drugs of any 
kind; if possible, this drug should be dispensed in containers with child-resistant 
safety closures. Storage of this drug in the home must be supervised responsibly. 

If serious adverse effects occur, dosage should be reduced or treatment should 

be altered. 

3. Norpramin (desipramine hydrochloride) therapy in patients with manic-depressive 
illness may induce a hypomanic state after the depressive phase terminates. 

4. The drug may cause exacerbation of psychosis in schizophrenic patients. 

5. Close supervision and careful adjustment of dosage are required when this drug is 

given concomitantly with anticholinergic or sympathomimetic drugs. 

Patients should be warned that while taking this drug their response to alcoholic 

beverages may be exaggerated. 

- Clinical experience in the concurrent administration of ECT and antidepressant drugs is 
limited. Thus, if such treatment is essential, the possibility of increased risk relative 
to benefits should be considered. 

. If Norpramin (desipramine hydrochloride) is to be combined with other psychotropic 
agents such as tranquilizers or sedative/hypnotics, careful consideration should be 
given to the pharmacology of the agents employed since the sedative effects of 
Norpramin and benzodiazepines (e.g., chlordiazepoxide or diazepam) are additive. Both 
the sedative and anticholinergic effects of the major tranquilizers are also additive to 
those of Norpramin. 

9. Concurrent administration of cimetidine and tricyclic antidepressants can produce 
clinically significant increases in the plasma levels of the tricyclic antidepressants. 
Conversely, decreases in plasma levels of the tricyclic antidepressants have been 
reported upon discontinuation of cimetidine which may result in the loss of the 
therapeutic efficacy of the tricyclic antidepressant 

10. This drug should be discontinued as soon as possible prior to elective surgery because 
of the possible cardiovascular effects. Hypertensive episodes have been observed 
during surgery in patients taking desipramine hydrochloride. 

11. Both elevation and lowering of blood sugar levels have been reported, 

12. Leukocyte and differential counts should be performed in any patient who develops 
fever and sore throat during therapy: the drug should be discontinued if there is 
evidence of pathologic neutrophil depression. 

ADVERSE REACTIONS 

Note: Included in the following listing are a few adverse reactions that have not been 

reported with this specific drug. However, the pharmacologic similarities among the 

tricyclic antidepressant drugs require that each of the reactions be considered when 

Norpramin (desipramine hydrochloride) is given. 

Cardiovascular: hypotension, hypertension, tachycardia, palpitation, arrhythmias, heart 

block, myocardial infarction, stroke. There has been a report of an “acute collapse” and 


re 


“sudden death” in an eight-year old (18 kg) male, treated for two years for hyperactivity 
(See WARNINGS, Use in Children.) 
Psychiatric: contusional states (especially in the elderly) with hallucinations, disorienta- 
tion, delusions; anxiety, restlessness, agitation; insomnia and nightmares; hypomania: 
exacerbation of psychosis. 
Neurologic: numbness, tingling, paresthesias of extremities: incoordination, ataxia, 
tremors; peripheral neuropathy; extrapyramidal symptoms; seizures: alteration in EEG 
patterns; tinnitus. 
Anticholinergic: dry mouth, and rarely associated sublingual adenitis: blurred vision, 
disturbance of accommodation, mydriasis, increased intraocular pressure: constipation, 
paralytic ileus; urinary retention, delayed micturition, dilatation of urinary tract 
Allergic: skin rash, petechiae, urticaria, itching, photosensitization (avoid excessive 
exposure to sunlight), edema (of face and tongue or general), drug fever, cross sensitivity 
with other tricyclic drugs. 
Hematologic: bone marrow depressions including agranulocytosis, eosinophilia, purpura, 
thrombocytopenia. 
Gastrointestinal- anorexia, nausea and vomiting, epigastric distress, peculiar taste, 
abdominal cramps, diarrhea, stomatitis, black tongue. 
Endocrine: gynecomastia in the male, breast enlargement and galactorrhea in the female. 
increased or decreased libido, impotence, painful ejaculation, testicular swelling. 
elevation or depression of blood sugar levels; syndrome of inappropriate antidiuretic 
hormone secretion (SIADH). 
Other: jaundice (simulating obstructive), altered liver function; weight gain or loss; 
perspiration, flushing: urinary frequency, nocturia; parotid swelling: drowsiness, dizziness, 
weakness and fatigue, headache; alopecia. 
Withdrawal Symptoms: Though not indicative of addiction, abrupt cessation of treatment 
after prolonged therapy may produce nausea, headache, and malaise. 
OVERDOSAGE i 
There ıs no specific antidote for desipramine, nor are there specific phenomena of 
diagnostic value characterizing poisoning by the drug. 
Within an hour of ingestion the patient may become agitated or stuporous and then 
comatose. Hypotension, shock, and renal shutdown may ensue. Grand mal seizures, both 
early and late after ingestion, have been reported. Hyperactive reflexes, hyperpyrexia, 
muscle rigidity, vomiting, and ECG evidence of impaired conduction may occur. Serious 
disturbances of cardiac rate, rhythm, and output can occur. The precepts of early evacuation 
of the ingested material and subsequent support of respiration (airway and movement), 
circulation, and renal output apply. 
The principles of management of coma and shock by means of the mechanical respirator, 
cardiac pacemaker, monitoring of central venous pressure, and regulation of fluid and acid- 
base balance are well known in most medical centers and are not further discussed here 
Because CNS involvement, respiratory depression, and cardiac arrhythmia can occur 
suddenly, hospitalization and close observation are generally advisable, even when the 
amount ingested is thought to be small or the initial degree of intoxication appears slight or 
moderate. Most patients with ECG abnormalities should have continuous cardiac monitoring 
for at least 72 hours and be closely observed until well after cardiac status has returned to 
normal; relapses may occur after apparent recovery. 
The slow intravenous administration of physostigmine salicylate has been reported to 
reverse most of the anticholinergic cardiovascular and CNS effects of overdose with 
tricyclic antidepressants. In adults, 1 to 3 mg has been reported to be effective. In children, 
the dose should be started with 0.5 mg and repeated at 5-minute intervals to determine the 
minimum effective dose; no more than 2 mg should be given. Because of the short duration 
of action of physostigmine, the effective dose should be repeated at 30-minute to 60- 
minute intervals, as necessary. Rapid injection should be avoided to reduce the possibility 
of physostigmine-induced convulsions. 
Other possible therapeutic considerations include: 
(a) Dialysis: Desipramine is found in low concentration in the serum, even after a 
massive oral dose. In vitro experiments in which blood bank blood was used indicate 
that it is very poorly dialyzed. Because of indications that the drug ıs secreted in 
gastric juice, constant gastric lavage has been suggested. 
(b) Pharmacologic treatment of shock: Since desipramine potentiates the action of 
such vasopressor agents as levarterenol and metaraminol, they should be used only 
with caution. 
(c) Pharmacologic contro! of seizures: Intravenous barbiturates are the treatment of 
choice for the contro! of grand mal seizures. One may, altematively, consider the 
parenteral use of diphenylhydantoin, which has less central depressant effect but 
also has an effect on heart rhythm that kas not yet been fully defined. 
(d) Pharmacologic control of cardiac function: Severe disturbances of cardiac rate, 
rhythm, and output are probably the initiating events in shock. Intravascular volume 
must be maintained by 1.v. fluids. Digitalization should be carried out early in view 
of the fact that a positive inotropic effect can be achieved without increase in 
cardiac work. Many of the cardiodynamic effects of digitalis are the exact opposite 
of those of massive doses of desipramine (animal studies). 
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Information for Contributors 


GENERAL POLICIES 


The requirements stated below are in accordance with 
“Uniform Requirements for Manuscripts Submitted to Bio- 
medical Journals.” 


Prior Publication 


Manuscripts are accepted for consideration by the Amer- 
ican Journal of Psychiatry with the understanding that they 
represent original material, have not been published previ- 
ously, are not being considered for publication elsewhere, 
and have been approved by each author. Any form of pub- 
lication other than an abstract of no more than 400 words 
constitutes prior publication. This includes components of 
symposia, proceedings, transactions, books (or chapters), ar- 
ticles published by invitation, or reports of any kind, regard- 
less of differences in readership, as well as electronic data 
bases of public nature. Authors submitting manuscripts con- 
taining data or clinical observations already used in pub- 
lished papers or used in papers that are in press, submitted 
for publication, or to be submitted shortly should provide 
this information and copies of those papers to the Editor. An 
explanation of the differences between the papers should be 
included. 


Copyright Transfer and Submission Approval 


The Journal requires approval of manuscript submission 
by all authors in addition to transfer of copyright to the 
American Psychiatric Association so that the author(s) and 
the Association are protected from misuse of copyrighted 
material. A submission approval and copyright transfer form 
will be forwarded to authors along with a letter acknowl- 
edging receipt of their manuscript. Manuscripts will not re- 
ceive a final decision until a completed form has been re- 
ceived in the editorial office. 

In addition, authors must obtain letters of permission from 
publishers for use of extensive quotations (more than 500 
words). The Journal does not publish tables or figures that 
have been previously published or submitted elsewhere. 


Disclosure of Commercial Interests 


All forms of support, including drug company support, 


ership. At the Editor’s discretion, this information may be 
shared with reviewers. Such involvements will not be 
grounds for automatic rejection of the manuscript. Should 
the article be accepted for publication, the Editor and the 
authors will consult on whether, and to what extent, this 
information should be included in the published article. 


Patient Anonymity 


Ethical as well as legal considerations require careful at- 
tention to the protection of a patient’s anonymity in case 
reports and elsewhere. Identifying information such as 
names, initials, hospital numbers, and dates must be avoided. 
In addition, authors should disguise identifying information 
when discussing the characteristics and personal history of 
patients. 


Informed Consent 


Manuscripts that report the results of experimental inves- 
tigation with human subjects must include a statement that 
informed consent was obtained after the procedure(s) had 
been fully explained. In the case of children, authors are 
asked to include information about whether the child’s as- 
sent was obtained. 


Review Process 


All papers are reviewed to determine the originality, va- 
lidity, and importance of content and conclusions. In addi- 
tion to the regular review process, peer review for statistical 
content may be required for some manuscripts. This will be 
determined by the Journal’s Statistical Editors. Authors will 
be sent reviewer comments that are judged to be useful to 
them. All reviewers remain anonymous. Once the Editor has 
made a final decision on a paper, che authors of that paper 
will be informed. 


SUBMISSION OF MANUSCRIPTS 


The original manuscript and four copies should be sub- 
mitted to John C. Nemiah, M.D., Editor, American Journal 
of Psychiatry, 1400 K St., N.W., Washington, DO-2000 


correspondence will be sent to the first-named author unless, * 
otherwise specified. Papers should be accompanied by a © 
cover letter indicating that the paper is intended for publi- - 
cation and specifying for which section of ‘the: Jourmal it is 3 
being submitted (i.e., Special Article, Regular Article, or 
Clinical and Research Report); papers will only be reviewed 
after such a statement has been received from author... 
Authors will be notified of the receipt of their paper and 


must be acknowledged in the author’s footnote (see ‘‘Ac- 
knowledgments” under the Title Page section). Also, authors 
must disclose in their cover letter any commercial or financial 
involvements that might present an appearance of a conflict 
of interest in connection with the submitted article, including 
but not limited to institutional or corporate affiliations not 
already specified in the author’s footnote, paid consultancies, 
stock ownership or other equity interests, and patent own- 
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INFORMATION FOR AUTHORS 


the number assigned to it. This number must be included in 
all further correspondence. It is imperative that the corre- 
sponding author of submitted papers notify the Journal of 
changes of address. Because of escalating postage costs, no 
manuscripts submitted to the Journal will be returned to 
authors except upon special request. Authors must make this 
request in their original submission letter and include a self- 
addressed, postage-paid envelope. 


Single Case Reports 


Single case reports except for detailed longitudinal studies 
should be submitted as Letters to the Editor. All single case 
reports will be peer reviewed. Reports of successfully treated 
patients must include data on the number of patients treated 
unsuccessfully by the same method, with an indication of the 
temporal order of the successes and failures. 


Annual Meeting Papers 


Authors may submit their papers before the annual meet- 
ing, but such papers cannot be published until after the meet- 
ing. All papers must be accompanied by a statement that they 
are in final form. These papers are subject to the same peer 
review as other papers and must conform to the require- 
ments for one of the types of articles specified in the next 
section. 


TYPES OF ARTICLES 
Special Articles 


These are usually overview articles that bring together im- 
portant information on a topic of general interest to psychi- 
atry. Authors who have ideas for such articles are advised to 
check with the Editorial Office to ensure that a similar work 
has not already been submitted. Special Articles may not 
exceed 7,500 words (no more than 25 double-spaced pages— 
including an abstract of no more than 100 words, tables, and 
figures) and may not include more than 100 references. 


Regular Articles 


Regular Articles are original communications of scientific 
excellence in psychiatric medicine and advances in clinical 
research. Regular Articles contain no more than 3,800 
words, including an abstract of no more than 100 words, 
references, tables, and figures. A table or figure that fills one- 
half of a vertical manuscript page equals 100 words of text; 
one that fills one-half of a horizontal page equals 150 words. 
Articles that exceed 3,800 words will be returned unre- 
viewed to the authors. 


Clinical and Research Reports 


Clinical and Research Reports may contain no more than 
one table and a maximum of 10 references; figures may not 
be used. Papers may contain a maximum of 1,300 words, 
including an abstract of no more than 40 words, references, 
and an optional table (estimate 15 words per reference, 100 
words for a double-spaced table that fills one-half of a ver- 
tical page, and 150 words for a double-spaced table that fills 
one-half of a horizontal page). These articles present 1) new 
research findings, 2) data from pilot studies, 3) worthwhile 
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replication studies, and 4) clinical studies involving a number 
of patients. Essays, program descriptions, literature reviews, 
and single case reports do not meet the criteria for this sec- 
tion. Submissions that exceed 1,300 words or contain figures 
will be returned to the author. 


Other Sections 


Letters to the Editor. Brief letters (maximum of 500 words 
and § references; no tables or figures) will be considered if 
they include the notation “for publication.” Letters critical 
of an article published in the Journal will automatically be 
sent to the authors for reply. Because of space limitations not 
all letters can be printed. The Journal will notify authors 
about the disposition of their letters but does not return 
those that are not published. A letter must be signed by all of 
its authors. All letters will be edited; edited letters will not be 
sent to authors for approval. Letters must be typed double- 
spaced throughout on 812X11 inch paper; three copies are 
required. Letters that do not meet these specifications will be 
returned for revision. Reprints are not available. Single case 
reports except for detailed longitudinal studies should be 
submitted as Letters to the Editor. Case reports submitted as 
Letters to the Editor will be peer reviewed. 

Book Forum. Books for review may be sent to the Book 
Forum Editor, Nancy C. Andreasen, M.D., Ph.D., University 
of lowa College of Medicine, 500 Newton Rd., Iowa City, IA 
$2242. Book reviews are usually solicited by the Book Fo- 
rum Editor. Authors interested in reviewing a particular 
book should communicate directly with Dr. Andreasen. Re- 
prints of reviews are not available. 


TYPING AND ARRANGING THE PAPER 


All parts of the manuscript, including case reports, quota- 
tions, references, and tables, must be double-spaced through- 
out. Manuscripts must be typed in upper- and lowercase on 
one side only of 812X11 inch nonerasable bond paper. All 
four margins must be 11⁄2 inches. The manuscript should be 
arranged in the following order, with each item beginning a 
new page: 1) title page, 2) abstract, 3) text, 4) references, and 
5) tables and/or figures. All pages must be numbered. 


STYLE SPECIFICATIONS 
Title Page 


Title. The title should be informative and as brief as pos- 
sible. Two-part titles should be avoided. 

By-line. Authors listed in the by-line should be limited to 
principal researchers and/or writers; collaborators may be 
acknowledged in a footnote. Authors’ first names are pre- 
ferred to initials. Degrees should be included after each au- 
thor’s name. 

Previous presentation. If the paper has been presented at a 
meeting, please give the name of the meeting, the place, and 
the date. 

Location of work and address for reprints. Provide the 
department, institution, city, and state where the work was 
done. Include a full address for the author who is to receive 
reprint requests. 

Acknowledgments. Grant support should be acknowl- 
edged in a separate paragraph and should include the full 


name of the granting agency and grant number. The Journal 
does not allow acknowledgment of persons involved with the 
preparation or typing of manuscripts. Acknowledgment of 
individuals involved with the scientific content of the work 
should not exceed four typed lines. Drug company support 
of any kind must be acknowledged. 


Abstract 


The abstract is a single paragraph no longer than 250 
words for Special Articles and Regular Articles and no longer 
than 60 words for Clinical and Research Reports. 


Text 


Authors should use the active voice and first person; head- 
ings and subheadings should be inserted at reasonable inter- 
vals. Footnotes to text may not be used, and summaries are 
usually unnecessary. 

Research design and statistics. The following information 
regarding research design should be included: 1) a clearly 
stated hypothesis, 2) the names of the statistical tests used, 3) 
whether tests were one- or two-tailed, and 4) what test was 
used for each set of data. Reporting of standard deviations, 
rather than standard errors of the mean, is required. Statis- 
tical tests that are not well known should be referenced. All 
significant and important nonsignificant results must include 
the test value, degree(s) of freedom, and probability. For 
example, “The analysis of variance indicated that those who 
abstained from coffee had significantly higher course grades 
than those who did not abstain (F=4.32, df=3, 17, p< 
0.05). Reviewers will evaluate the appropriateness of the 
analyses. 

Abbreviations. Spell out all abbreviations (other than 
those for units of measure) the first time they are used. Id- 
iosyncratic abbreviations should not be used. 

Drugs. Generic rather than trade names of drugs should be 
used. Trade or manufacturers’ names are used only if the 
drug or equipment is experimental or unavailable in this 
country or if such information is crucial to the evaluation of 
the results or replication of the study. 


References 


References are numbered and listed by their order of appear- 
ance in text; the text citation is followed by the appropriate 
reference number in parentheses. Do not arrange the list alpha- 
betically. References in tables and figures are numbered as 
though the tables and figures were part of the text. 

References should be restricted to closely pertinent mate- 
rial. Accuracy of citation is the author’s responsibility. Refer- 
ences should conform exactly to the original spelling, ac- 
cents, punctuation, etc. Authors should be sure that all 
references listed have been cited in text. 

Personal communications, unpublished manuscripts, manu- 
scripts submitted but not yet accepted, and similar unpublished 
items should not appear in the reference list. Such citations may 
be noted in text. It is the author’s responsibility to obtain per- 
mission to refer to another individual’s unpublished observa- 
tions. Manuscripts that are actually “in press” may be cited as 
such in the reference list; the name of the journal or publisher 
and location must be included. 

Type references in the style shown below, double-spaced 
throughout. List up to three authors; designate one or more 
authors past the third as “et al.” Abbreviations of journal 
names should conform to the style used in Index Medicus; 
journals not indexed there should not be abbreviated. 
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TABLES AND FIGURES 


The Journal does not publish tables or figures that have 
been submitted elsewhere or previously published. Tables 
and figures that duplicate 1) material contained in text or 2) 
each other will not be used. Authors wil! be asked to delete 
tables and figures that contain data which could be given 
succinctly in text. Each table and figure should be under- 
standable without reference to the text; a descriptive, concise 
title should be included and units of measurement should be 
specified. Consult recent issues of the Journal for format. A 
table or figure that fills one-half of a vertical manuscript page 
equals 100 words of text; one that fills one-half of a hori- 
zontal page equals 150 words. A copy of each table and 
figure must be included with each copy of the manuscript. 


Tables 


Tables should be double-spaced, no wider than 120 type- 
writer characters, including spaces, and no longer than 70 
lines. Values expressec in the same unit of measurement 
should read down, not across; when percentages are given, 
the appropriate numbers must also be given. 


Figures 


Figures are considered as text and are subject to revision 
by the authors upon recommendation of the Editors. Figures 
should, however, be professionally prepared. Glossy or other 
camera-ready prints should accompany the submitted manu- 
script. Computer-generated figures that do not meet quality 
printing standards will be returned for revision. The first 
author’s name, the title of the paper, the figure number, and 
the top of the figure should be noted on a label affixed to the 
back of each figure. All figure titles and footnotes should be 
typed and sent together on a separate page. 

The Journal does publish color illustrations. However, the 
cost to publish them, including reprint charges, will be the 
responsibility of the authors. An estimate of the cost will be 
provided to the authors at the time of first decision. 

Format. Figures are visual expressions of data trends or 
relationships. Figures that represent numerical data which 
could be expressed more succinctly or clearly in tabular form 
should be converted to tables. Line graphs should show 
change in continuous variables; comparisons of like values in 
different groups should be presented as bar graphs. Graphs 
containing stacked bars are unacceptable; the different seg- 
ments of each bar should be presented side by side. 

Lettering. Figure type should be sans serif and should be 7 
points or larger after the figure is reduced; most figures tak- 
ing up the width of a vertical manuscript page are reduced to 
a width of 19.5 picas (3% inches), and those requiring a 
horizontal manuscript page are usually reduced to 40.5 picas 
(634 inches). When space on the horizontal axis is insuffi- 
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INFORMATION FOR AUTHORS 


FIGURE 1. Mean CSF Somatostatin Levels of Patients With Alzhe- 
imer’s Disease, Older Depressed Patients, and Age-Matched Control 
Subjects 
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“Significant difference between men and women (t=1.81, df=10, 
p<0.05) and between the total Alzheimer’s disease group and the 
total control group (t=2.49, df=25, p<0.01). 

Significant difference between the total depressed group and the 
total control group (t=2.75, df=33, p<0.005). 


cient, headings may be placed diagonally on the axis. Main 
headings should consist of upper-case letters only, subhead- 
ings of upper- and lower-case, and other type (e.g., keys, flow 
chart segments) of lower-case with only an initial upper-case 
letter. All parenthetical material should be lower-case. Do 
not use idiosyncratic abbreviations. 

Other. The following are additional specific requirements. 
Please refer to the example given above. 

1. Do not use solid black shading; rather, include outlined 
white among shadings. 

2. The heading for the vertical axis of a graph should run 
vertically along the axis, not horizontally at the top or bot- 
tom. Headings for the horizontal axis should appear below 
that axis, not at the top of the graph. 

3. Error bars should not be used. 

4. Do not extend the vertical or horizontal axis of a graph 
beyond the point needed for the data shown. 

S. The vertical axis should generally begin at zero; to save 
space, a double slash may take the place of an unused por- 
tion of the vertical axis. 
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6. In a graph comparing different groups of subjects, the 
number of subjects in each group should appear with the 
name of the group—in the key, in the headings below the 
horizontal axis, or in the title. 

7. To save space, related figures that have the same vertical 
or horizontal axis should be combined. Headings identifying 
the segments of the combined figure should appear in the 
upper lefthand corners of the individual segments (in lower- 
case type with an initial upper-case letter). 

8. The key should appear within or above the figure but 
should not be wider than the figure itself. Avoid placing 
other type (e.g., number of subjects, statistical values) within 
the axes of a graph. 

9. Footnotes (including p values) should be cited with su- 
perscript letters in the title or body of the figure and should 
be listed in the order in which they are cited in the figure. 


PROCESSING OF ACCEPTED MANUSCRIPTS 


Manuscripts are accepted with the understanding that the 
Editor and the editorial staff have the right to make revisions 
aimed at greater conciseness, clarity, and conformity with 
Journal style. Accepted papers will be edited and sent to the 
first-named (or corresponding) author for corrections and 
answers to editorial queries. No proofs are sent to authors. 
Authors who will be away from their offices for a long period 
or who change address after notification of acceptance 
should inform the Journal staff. 


PERMISSION TO REPRINT 


Written permission to reprint material published in the 
Journal must be secured from the APA Periodicals Services 
Division, 1400 K Street, N.W., Washington, DC 20005; tele- 
phone: (202)682-6156. There is usually a charge for such 
permission, except for nonprofit classroom or library reserve 
use by instructors and educational institutions or for authors 
who wish to reprint their own material. Requests will be 
facilitated if accompanied by written permission from the 
author of the material. 


REPRINTS 


No reprints are furnished gratis. An order form for re- 
prints will be sent to the corresponding author before pub- 
lication of the paper. The printer usually mails reprints ap- 
proximately 6 weeks after the article has been published. 
Reprints of items in the Book Forum and Letters to the Ed- 
itor sections are not available. 











Are Your 
Patients Being 
Lured Away? 


A s new hospitals and HMOs continue 
to open, the financial stability of your 
hospital may be threatened. Are the quality 
and type of services being offered in your 
psychiatric unit top-notch? How can those 
services be improved so you don’t lose 
patients to the competition down the street? 


he APA's Consultation Service has been 

in the business of helping hospitals 
and other psychiatric programs improve 
patient care for almost 50 years. We send 
experienced consultants to inquire, mediate, 
and recommend solutions to improve your 
specific situation. We know how to work 
with the administrators, medical staff, and 
other members of the hospital community. 
For more information, call (202) 682-6203 or 
write APA’s Consultation Service, 1400 K 
Street, NW, Washington, DC 20005. 


APA’S CONSULTATION SERVICE 


Offering professional guidance and expertise 
to all mental health organizations. 
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Unique... Specific... 


P r ozac’ (fluoxetine hydrochloride) 

is the first highly specific, 
highly potent blocker 

of serotonin uptake 





The antidepressant 

most frequently prescribed 
by psychiatrists 

in the United States' | 
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Prozac? (fluoxetine hydrochloride) 


Briet Summary 
Consult the package insert for complete miormration. 


indication: For the treatment of depression. 
Contratodicatton: Known hypersensitivity to Prozac. 


Warnings: Monoamine Oxidase inhibitors — The combined use of 
fiuoxeting and MAO inhibitors should be avoided. At least 14 days 
should elapse between discontinuation of an MAO inhibitor and 
Initiation of treatment with fluoxstine. 

Because 2f the Jong half-lives of fluoxetine and Its active 
metabolite, at least five weeks (approximats y five half-lives of 
norfiuoxetine) should elapse between discontinuation of fluoxatine 
and initiation of an MAOI. Serious events, inciud ng death, have been 
reported to ae Atel the Initiation of an MAO! shortly after 


discontinuation of flu 

Rash ami Alergie Events — Approximately 4% of 5,600 
fluoxetine patients oped a rash and/or urtearta in premarketin 
testing. Almost a third of hese discontinued therapy because of 
and/or associated systemic signe ors menma Reported In 
association with rash were fever, leukocytosis, arthralgias, edama, 
ce rpal tunnel syndrome: respiratory d distress, ly hadenopathy, 

inurria, and mild transaminase è ost pall lants improved 

Aa veon discontinuation of Taree Sander adjunctive 
reatment antihistamines or steroids, and al! were reported to 
recover comptetely. 
Of two qatlants who doveloped a sarlous cutaneous systemic 
ness during Lelie hg intcal triads, one was considered fo have 
a leukocytoc and the other, a severe desquamating 
aroe considerad variously to be a vasculltls or erythema 
muttitorme. Other patients have had systemic syndromes suggestive 
of serum sickness. 

Since the introduction of Prozac, systemic events possibly retated 
to vasculitis have developed in patients with rash. Although si 
events are rare, they may be serious, involving the jung, Kd or 
liver. Death has been reported to occur in association with 


hylactold events, Including bronchospasm, angioedema, and 
urt alons and in combination, have bsan reported. 

Pulmonary events, Including inflammatory processes of varying 
histopathology and/or fibrosis, have been reported rarely. These 
events have cccurred with dyspnea as the only praceding symptom. 

Whether these systemic events and rag nee a common 


unde cuse of represent Immunologic F is not known. 
Upon the appearance of rash or of other possibly allergic phenomena 
108 W which an altemative etiology cannot be identified, Prozac should 
be discontinued. 


Precautloas: General — 


Reported by 10% to 15% a patients, Bn af whom a od 
fiuoxetine. 
Pt fer ree n S nificant weicht loss, espectally In 
ape be Si eanu of treatment. 
Appr 


mr eslrable 

o parii 9% of fluoxetine patients experienced anorexia in 
controled cl skal trials, an Incidence ap ly sixfold that seen 
with placebo. A weight loss >5% of body welght occurred in 13% of 


com with 4% in those on placabo and 3% In 


fluoxetine 
those on ics. However, only rarely did fluoxetine patients 
e Gecirat because of wel ht loss. 

omania 3r mania occurred in 


ba te Twelve of 6 ore Sante (0.2% 2) expetenced 
as 


convulslons (or, possibly, selzures). Prozac shou 
gn risk patients should 


with cars In patients with a oy 

Suicide —- Close cg on of 
accompany lnttial therapy. Prescriptions of Prozac shoukd be written 
for the smallest qua of il yng consister with good patlent 
management to reduce the risk of overdose. 


— Because of the jong a jmination . e de cant a 
to three days) and its major active metabolite {seven to nine days), 
a In dose will not be fully reflected in plasma for several weeks, 
aff alah both strategies for titration to final dose and withdrawal from 


pas — Cention ts advisable In 








oe P 
Fost has nat baen evaluated or used to any ap ble extent 
In patients wth a recent nary myocardial or unstable 
heart disease. ECGs of 312 patients who recelved Prozac In double- 
blind trials were retrospectively evaluated; no conduction 
normalities that resulted In heart block were observed. The mean 

heart rate was reduced by approximatety three beats/min. 
in su with cirrhosis, the clearancas of fluoxetine and Its active 
ware decreased. See eens 

used In patients with clrrhos 

r Ge Grad wit Caution a a AEN 
impalrment.In patients with diabetes, Prozac may alter glycemic 
control Hypog has occurred during therapy with Prozac, and 
hyperglycemia has developed papal P isean nuation. Insulin 
and/or oral Beene c py es Bn to D adjusted when 


fluaxetine eked instituted 
hoactive drug may impair agmen gior P 


y 
or motor skiis, and 
pale should be cautioned ab fazardous machinery, 
does 


“at ‘certain that the drug 
information for Patients — Physicians should advise thelr patients 


to notify then H 
7 eare taki or plan to taka any prescription or over-the-counter 
ie Sge pregnant or peeled to become pragnatt during therapy 
eare braas: feeding an Infant 
* develop a rash or hives 
Drug interactions — 


ptophan — Five patients receiving 
rasan, and a & 


erse reactions, ficluding agitation, 
distress. 







ere have been creater than tyrofold 
increases 0 previously stable plasma kevets of other antidepressants 
when Prozac tas been administered In combination with these agents. 
Lithium — There havea been reports of both increased and 
decreased litrium isvels and lithium toxicity. Lith um levais should be 


Prozac® (fhioxetine 
hydrochionde, Dista} 
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— The half-life of dlazapam may be prolonged 
In some patients. 


ny bound fo glasra protein, the con ~~ Because fluoxetine Is 
tightly bound to plasma protein, the concurrent administration of 
fluoxetine and another ti bound drug may cause a shift in plasma 


concentrations potentially resulting In an adverse effact. Adverse 

effects may also result from displacement of protein-bound fluoxetine 

by other tightly bound drugs. 

P — Caution le advised if the concomitant 
min 


rozat and such drugs is required. 
Elestroconvuisive Therapy —- There have been rare reports of 
prolonged seizures In patients on oe recelying ECT treatment. 
M of — There Is no 


Carcinogenesis, en 
ee of carcinogenicity, mutagenicity, or Impairment of fertility 

rOTEC, 

The distary administration of fluoxetine to rats and mice for two 

years at doses approximately 7.5 end 9.0 times the maximum human 
dose (80 mg) respectively revealad no evidence of carcinogantelty. 
Fluoxetine and norfluoxetine have been shown to have no genotoxic 
ae Dard onne O awing a: Daa a pall ped DNA 
in cultured rat hepatocytes, mouse lymphoma assay, and 
in Ws sister chromatid exchange assay in Sn chinese hamster bone 
marrow cells. 

Two fertility studies In rats at doses approximately five and nins 
times the maximum naman dose (80 mg} respectively revealed no 
adverse effects on fertitity. A slight decrease in neonatal survival was 
noted, pronabiy associated with nepeebace maternal food 


consumption and suppressed weal 
Se et tied mes 


nancy — Terratag 
Reproduction studies in rats an 


controlled studies In 


duri hy only clearly needed. | 
The see EEA E Gb 
humans me unknown. 


Nu Mothers — Because Prozac is known to be excreted in 
human miik, caution should be exercised when Prozac Is administered 
Oa ie chad = Safety and effectiveness In chidren have not 

sage ren — and è n ren 
been established. 

Usage in the Elderly — in clinical studies of several hundred side 
parena no unusual adverse phenomena were kien 

owever, these data are Insufficlent to rule out possible age-related 
differences during chronic use, particularty in elderly patients with 
concomitant IBnesses or thoss receiving concomitant ang 
tramia -—— Hyponatremia (some cases with serum Na <110 
) has bean reported, which appeared to be reversible on drug 
ciscontinUalion. Some cases were possibly dua to SIADH, and the 
majority have been In an patents and those taking diuretics or 
othe volume depiated 

Platelet Function — There-have been rare reports of altered platelet 
function and/or abnormal results from taboratory studies in pattents 
taking fluoxetine. While there have been reports of abnormal Weeding 
In several patients taking fluoxetine, it Is unciear whether fluoxetine 
had a causative role. 


Adverse Reactions: Commonly Observed — Nervous system 
complaints, Including anxiety, peepee and Insomnia; 


drowsiness and fatigue or asthenia: sweating; gastrolnte ntastinal 
co parole at Including anorexia, nausea, ee diarrhea: and dizziness or 
suet With Discontinuation of Treatment — Fiftean percent of 


4,000 clinical tral patients discontinued fluoxetine due to an adverse 
event. The more common events Included: p phot 5.3%), 
primarily nervousness, ey and ye gestive 3. 0%}, 
primarily nausea; nervous syste aes) Se ines 

as a whole (1.5%), a aa asthenia an Takeria skin (1.456) 


primarily rash an pruritus. 

Incidence in Ciinical Trials — The accom g table 
enumerates adverse events that occurred at a frequency of 2 1% in 
controled trials. 


Percentage of Percectage of 
Fiants Palents 
Body Systan/ Prozo = Placebo Dody Syston Pranc 
Adveres Evert* (Hn 1.730} (e709) Adverse Evert’ (ei 7H (a709 
Kuma Body a3 2 Whois 
Headache 23 155 Aiha ad 18 
Harv orrotss 149 a infectoe, wal li 31 
meow 138 7.1 Pæn, Cah 1.6 1.1 
Drowepinees 114 63 Fever 14 — 
Aeokty a4 6.5 Pala, chest 13 t.t 
Tamo 73 Z4 Alergy 12 {t 
Deziness $7 33 nines 12 18 
Fatigue 42 1.1  Reapiraiory 
Bacia 19 13 Upper f 
Sensation Tesparatory i 
disturbenca 17 20 kriacios 76 60 
Libis, Fete 
deoroxsed 1s _ Piro F = 
Tanis a ee 
Concaotahos, congria 28 23 
derea is ~~ Handtcit, 
upeo siars 23 18 
21.1 +0. Erupts at 26 
Dar rhes: 123 72 Cough a 18 
dryness 96 6.0 Plas anc 
snore 87 15 Hot Farsbes 123 10 
Dyrpepain 64 43 Paipstations 14 {A 
Cansiguson 45 43 iysculorkabetel 
Pain, Fain, back 20 24 
soek 2i 25 Pain, jort 12 ui 
Rare A 13 En a 12 is 
1 —_ 
rece Sid eerebunten, 
Guerpententis 1.0 14 piiri 1% 1.4 
Sale on/ Semai i 
yet éyHorctoa — 
Frequect 
CES a4 38 IKUR 1$ - 
Ramà 27 18 Unaary tract 
Prenis 2.4 14 infection 12 _ 
Seria! Senta 
gon 
éteres 28 t8 
‘Events reported ay 21% of Seomsboe penents 119 iocuded. 
— tackionce <1 
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Other Events Observed During Premarketing Evaluation in 5,500 
Fluoxetine Patients — Frequent adverse events are defined as those 
occurring on one or more occaslons in at least 1/100 patients: 
infrequant adverse events are those occurring In 1/100 to 14 Jad 
patients; rare events are those occurring in jess than 1/1 000 patie rts. 

Rody-as.4 Whole — Freguant: chhis, Infrequent: chiis and fever, 

far face edema, hangover effect, jaw palin, malaise, neck zain, rek 
Idlty, and pelvic pain; Rare: abdomen enlarged, zeltul tis, 
rocaphalus, hypo rmla, LE syndrome, monttlasis, and secum 


Cardinyascular System ~— Infrequent: angina pectoris, a-rhythmia, 
haemorrhage, hypertension, See Ra AM al postural 


hypotension, syncope, and tachycard ock first-degree 
bradycardia, bundle-branch block, cerebra! ischemla, myocardial 
infarct, a vascular headache, and ventricalar 
a mia. 
— aan Increased appetite; /nfreguant: 
hagla, eructation, esophagitis, gastritis, 
panis glossitis, on tests abnormal, melena, stomatitis, 
hirst; Rare: bloody dk aie cholecystitis, cholelithiasis, colitis, 
duodenal ulcer, enteritis, tecal incontinance, hematemesi s, hepatitis, 
hapatomegaly, ra, Increased salvation, undies, her 


a ous stomat 


lorhyd 
tanderness, mouth ulceration, ary gan enlargement, storrach 
ulcer, ma. 


ue discoloration, and tongue 
— fntrequent hypothyroidism; Aare: golter and 


apa are Bee 






~~ infrequent: anemia and 


lym bleeding time increased, Hood dyscresia, 
leukopenia, Hees potenia; purpura, sedimentation rate 
increased, and thrombocythemia. 

— baa pend ye tnt ent 


avean pe cain; 
1 Pare: dehydration, gou hype chelesersra, aara a 


hyperipemla, hypoglycemic reaction. hypokalamla, hypcnatremla, 
ron 


" Mutulgsaaa Syste — {nfrequent: arthritis, bone pain, 
bursitis, tenosynovitis, and | twitching; Aare: bone ascrosis, 


bvonarouy raphy, muscie hemorrhage, myositis, asteoporasis, 
gical fracture, and rheumatoid ena 
hans Sata — Frequent: abnormal dreams and agitation; 
f abnormal galt, acute aram Fodom akathisia amnesh, 
apathy, ataxia, buccogicssal CNS stimulation, convulsion, 
delusions, de Saan aro on, _amotlona lability, euphoria, 
hallucinations, , hyperkinesla, esthesla, incoordination 
libido Increased onan reaction, man la, neuropathy paranold 
reaction, psychosis, and varti 0; Aare: abnormal elec ro- 
encephalogram, antisocial reaction, chronic brain syndrone, 
circumoral paresthesia, CNS depression, coma, rth fa, 
extrapyramidal be EAE RUA RO hypertonla, hysterla, myoclorus, 
nystagmus, paralys creased, stupor, and torticolls. 
yea — Fear bronchitis, rhinitis, and yewn: 
in aon Pe ma opa ani A epe p, h perventliation, ld 
pneumon apnea, hemo larynx edama, 
edema, lun E E and pleural effusion. i 
Sila and Ap ~~ infrequent: acne, alopecia, contact 
dermatitis. dry skin, raves simplex, maculopapular “ash, and 
urticaria; Aare; eczema, erythema multiforme, fungal dermatitis, 
herpes zoster, hirsutism, psoriasis, ppur rash, pustular rash, 
seborrhea, skin d , skin hypertro phy, subcutaneous nocula, 
and vesiculobutous ras ‘id es 
Maciek conjun ser aln, 
gys , mydriasis, photo Nobia. & and tinnitus; Aare: blephari partis, 
cataract, corneal lesion, deafness, OILY toe eye hemorrhega, 


glaucoma, iritis, ptosis, strabismus, and 
Urag stam — infrequent: abnormal ejaculation, 
amenorrhea, breast pain, cystitis, dysuria, flbrocystke breast, 


in otence, lsukorrhes, menopausa, menorrhagia, ovarian disorder, 

urinary incontinence, un retention, urinary urgency, urination 
Impalred, and vaginitis: are: abortlon, albuminuria, breast 
enlargement, dyspareunta, epldidymitts, female lactation, hai 
aypomen artia kidney calculus, metrorrhagla, orchitls 
pyelonephritis, pyure, salpingitis, urethral pain, urethritis, urinary 


ithiasis, uterine hemorrhage, uterine spasm, and 
inal hemorrhage. 
Pastintrod reports of adverse events 


Reports — ale 
tamporally associated with Prozac that have been recelved s rca 
eae introd mtroduction and which may have no causal relationship sith 
rd arig oe the following: Cah bet ie dn ane ijeta 
nesia, ecchymoses, gastrointestinal hemorrhage erpro- 
lactinemia, pancreatitis, suicidal Idaation, th thrombocytopene, throm 
bocyopere y purpura, vaginal bleeding atter omg withdrawal, and 
nt behaviors. 


Overdosage: Human Experience — As of December 1987, there ware 
two deaths among approximately 38 re of acute overdose ‘with 
fluoxetine, either alone or In ONDINA? with in onar drugs and/or 
alcohol. One death a combined with app-oximetely 
1,800 mg of fluoxetine and an aneemia anoni of maprotl ing, 
A second death Involved fi and temazepam. - 

One other patient who reportedly took 3,000 mg of fluoxatine 
ol ala o prana mal seizures that remitted spontaneously 

comvulsant treatment. The actual amount of drug 

eaa may have besn iess dus to 

Natusea and vomiting were prominent in overdoses sowing Hiatt higher 
fluoxetine doses, Othar prominent symptoms of overdose Included 
agitation, restlessness, na, and other signs of CNS axcitaffon. 
Except for the two deaths noted above, all other overdose cases 
recovered without residua. 

A single death attributed to overdose of fluoxetine alons has teen 


PV 2478 DPP. [052290] 


Additional information avaitabie to the profession upon requast. 
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Division of Eli Lilly and Company 
indianapolis, Indiana 46285 
FL-4924-T-049337 
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XANAX: THE FIRST 
AND ONLY MEDICATION 


INDICATED FOR 








PANIC: A DISTINCT 
DIAGNOSTIC ENTITY 


Panic disorder was classified as a dis- 
tinct diagnostic entity for the first time 
by DSM-III in 1980.' The 1987 update 
(known as DSM-III-RY further formal- 
ized the difference between panic dis- 
order and generalized anxiety disorder. 





THE DIAGNOSIS OF 
PANIC DISORDER 


Panic attacks are discrete, time-limited 
episodes characterized by sudden, 
unexpected feelings of intense fear or 
discomfort. Accompanied by charac- 
teristic symptoms, these attacks involve 
specific cognitive and attitudinal changes. 

A diagnosis of panic disorder, ac- 
cording to the DSM-III-R,’ requires that 
a patient experience at least four panic 
attacks within a 4-week period or one 
or more attacks followed by a month of 
persistent fear of having another attack. 

Panic attacks involve four or more 
of the characteristic associated symp- 
toms, with no apparent organic cause. 
These symptoms develop suddenly and 
build in intensity within 10 minutes of 
the first symptom’s onset. 


PANIC DISORDER 


Symptoms associated with 

panic attacks’ 

e Tachycardia or palpitations 

e Chest pain or discomfort 

e Sweating 

è Shortness of breath (dyspnea) or 
smothering sensations 

e Flushes (hot flashes) or chills 


è Dizziness, unsteady feelings, or 
faintness 


e Nausea or abdominal distress 

è Choking 

è Trembling or shaking 

è Depersonalization or derealization 


e Numbness or tingling sensations 
(paresthesias) 


è Fear of dying 
è Fear of going crazy or losing control 





PANIC DISORDER AND 
PHOBIC AVOIDANCE 


Most cases of panic disorder are accom- 
panied by some degree of agoraphobia. 
This is the fear of being in places or 
situations from which escape might be 
difficult (or embarrassing) or in which 
help might be unavailable in the event 
of a panic attack? 
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This fear often causes the panic- © T] 
disorder patient to restrict daily activities = 







dramatically, occasionally to the point 
of never leaving home. The majority of 
patients affected by panic disorder have 


a chronic, fluctuating course of the dis- 


order for the better part of their adult 
lives. 

Combining effective pharmaco- 
therapy with psychotherapeutic support 
can significantly reduce or eliminate 
both panic attacks and associated 
phobic avoidance. 





XANAX 
FIRST FOR PANIC 


XANAX is the first and only medication 





with an indication for the treatment of 


panic disorder with or without 
agoraphobia. 

The effectiveness of XANAX for 
the treatment of panic disorder with or 
without agoraphobia was conclusively 
demonstrated in three placebo- 
controlled trials. The largest of these 
(the Cross-National Collaborative 
Panic Study) involved more than 
500 patients in eight centers in the 
United States, Canada, and Australia.’ 
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alprazolam @ 
FIRST FOR PANIC 


Please see last page for references and brief summary of 
prescribing information. 2 
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THERAPY 





XANAX USUALLY BLOCKS 
PANIC ATTACKS WITHIN 1 WEEK 





Patients in the Cross-National Collabora- 
tive Panic Study received XANAX or 
placebo on a relatively fixed-dosage 
schedule for 8 weeks. Evaluations were 


- made at weeks 1, 2,3, 4, 6, and 8 
of therapy. 





PERCENTAGE OF PATIENTS FREE 
OF PANIC ATTACKS® 






WEEK 1 
XANAX (n=267) 






33.2%" 







16.9% 


WEEK 2 
XANAX (n=267) 








44.6%" 






WEEK 4t 
XANAX (n=267) 






46.8%" 


*P<.001 
tEnd-point analysis involving all patients 


XANAX produced significant relief 
from panic attacks compared with 
placebo by the end of the first week of 
therapy. Nearly half of the patients who 
received XANAX were free from panic 
attacks by the end of short-term therapy. 

Because of the high rate of placebo 
dropouts, week 4 (the last evaluation 
point where the majority of patients 
remained in the placebo treatment 
group) was considered the study “end 
point” for efficacy analyses. 


PROVEN EFFICACY 
IN PANIC-DISORDER 





XANAX REDUCES 
PHOBIC AVOIDANCE 





The majority of patients enrolled in the 
Cross-National Collaborative Panic Study 
(84%) were diagnosed with agoraphobia 
with panic attacks; 

Phobic symptoms were measured 
on a O to 10 phobia rating scale, where 
O = no phobias and 10 = extreme 
distress. Patients who received XANAX 
experienced significantly greater reduc- 
tions in overall phobic symptoms at 
each evaluation week compared with 
placebo-treated patients; 


MEAN OVERALL PHOBIC-SYMPTOM RATING” 
Week 1 


Week 2 Week 3 





EE XANAX (n=267) GG Placebo (n=259) 
*Zero to 10 scale, where 0 = no phobias and 10 = extremely distressing 
tEnd-point analysis involving all patients 


Week 4+ 
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When patients in the Cross-National 
Collaborative Panic Study were asked to 
indicate the extent to which their social 
life and work abilities were impaired 

by their disorder, patients who received 
XANAX showed significantly greater 
improvement in work and social disabil- 
ity scale scores compared with patients 
who received placebo? 


MEAN WORK IMPAIRMENT RATING” 


Baseline Week 1 Week 4+ 
5 - 





E XANAX (n=267) E Placebo (n=259) 
*Zero to 10 scale, where 0 = not at all, 5 = moderately impaired, and 

10 = severely impaired 
+End-point analysis involving all patients 
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Please see last page for references and brief summary of 
prescribing information. l 





PROPER DOSING 
OF XANAX: ESSENTIAL 


To SUCCESS 


The usual starting dose for panic patients 
is 0.5 mg t.i.d. Depending on the patient's 
response, the total daily dose can then 
be adjusted upward in increments no 
greater than 1 mg every 3 to 4 days toa 
maximum of 10 mg/day. Some patients 
may require a slower dosage titration. In 
clinical studies, the average daily dose 
after 8 weeks was 5.7 mg. The risk of 
dependence and its severity appear to 
be greater in patients treated with 
relatively high doses (above 4 mg/day) 
and for long periods (more than 8 to 12 
weeks), as required by panic patients. 

Continue incremental dosage 
adjustment until adequate control of 
panic attacks is achieved and phobic 
symptoms are reduced. 





SIDE EFFECTS 


Most treatment-emergent symptoms 
and side effects reported by patients 





who received XANAX were those gen- - 


erally associated with benzodiazepine 
therapy, such as drowsiness/sedation 
and ataxia/impaired coordination. At 
least mild sedation was reported by 77% 
of patients who received therapy with 


XANAX Tablets and by 43% of patients 
on placebo. Side effects are generally 
observed at the beginning of therapy 
and usually disappear upon continued 
medication or decreased dosage. 





MAINTENANCE 
AND TAPERING 


The necessary duration of treatment for 
panic-disorder patients responding to 
XANAX is unknown. After a period of 
extended freedom from attacks, a care- 
fully supervised, tapered discontinuation 
may be attempted. Dosage reduction 
must be individualized according to 
patient response, and the length of time 
will depend in part on the dosage level 
attained. There is evidence that dis- 
continuation may be exceedingly difficult 
for some patients to accomplish without 
recurrence of panic-disorder symptoms 
or the development of withdrawal 
phenomena. 
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Dosage should be reduced gradually, 
never abruptly, by not more than 1 mg 
per week until a total daily dose of 4 mg 
is achieved; by 0.5 mg/week until a total 
daily dose of 2 mg is reached; and by 
0.25 mg/week thereafter Some patients 
may require an even slower tapering 

of dosage. Withdrawal reactions may 
occur when dosage reduction occurs for 
any reason. This not only includes 
purposeful tapering but also inadvertent 
reduction of dose. Therefore, the dosage 













of XANAX should be reduced or 

discontinued gradually. 

NEW 2-MG XANAX TABLETS 

FOR PANIC 

E Greater conveniencein «| 
maintenance dosages S 

E Scored to allow S bj 
incremental dosing t 


(0.5 mg, 1 mg, or 2 mg) 


m New tablet strength more economical 
for patients 
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Please see last page for references and brief summary of 
prescribing information. 





XANAX” Tablets 
(alprazolam, © Upjohn) 


INDICATIONS AND USAGE 
Generalized anxiety disorder, short-term relief of the symptoms of anxiety, and 
anxiety associated with depression. Anxiety or tension associated with the stress 
of everyday life usually does not require an anxiolytic. 

Panic disorder, with or without agoraphobia. 

Effectiveness has been established for up to 4 months for anxiety disorder and 
4 to 10 weeks for panic disorder; but panic disorder has been treated open label 
for up to 8 months with no apparent loss of benefit. The usefulness should be 
reassessed periodically. 


CONTRAINDICATIONS 
Sensitivity to XANAX or other benzodiazepines and in acute narrow-angle glaucoma. 


WARNINGS 

Dependence and withdrawal reactions, including seizures 

Physical dependence to XANAX can produce certain adverse clinical events, 
some life-threatening. These include a spectrum of withdrawal symptoms—the most 
important is seizure. Even after relatively short-term use at 0.75 to 4 mg per day, 
there is some risk of dependence; but the risk and severity seem to be greater in 
patients treated with doses above 4 mg/day for more than 8 to 12 weeks. 

Treatment of panic disorder: Dose and risks of XANAX 
Panic-disorder patients often need doses greater than 4 mg/day, hence the risk of 
dependence may be greater than in patients treated for less severe anxiety. Based 
on studies involving 641 patients, the most frequent symptoms seen during dis- 
continuation were: 

Neurologic: Insomnia, light-headedness, abnormal involuntary movement, head- 
ache, muscular twitching, impaired coordination, muscle-tone disorders, weakness. 

Psychiatric: Anxiety, fatigue and tiredness, irritability, cognitive disorder, memory 
impairment, depression, confusional state. 

Gastrointestinal: Nausea/vomiting, diarrhea, decreased salivation. 

Other systems: Weight loss, decreased appetite, sweating, tachycardia, blurred 
vision. It has not yet been determined if these symptoms are clearly related to dose 
and duration of therapy. In two controlled trials of the discontinuation of XANAX 
lasting 6 to 8 weeks, 71% to 93% of patients treated with XANAX compared with 89% 
to 96% of placebo patients tapered completely off medication. The ability of patients 
to completely discontinue after long-term therapy has not been reliably determined. 

Seizures were reported in 8 of 1,980 patients who took more than 4 mg XANAX 
daily for over 3 months, generally during abrupt dose reduction. There have been 
occasional reports of seizures during gradual taper; the risk seems to be greatest 
24 to 72 hours after discontinuation. 

Status epilepticus and its treatment: Discontinuation of XANAX has been asso- 
ciated with seizures. In most cases a single seizure was reported; however, multiple 
seizures and status epilepticus have been reported. Treatment is the same as that 
for status of any cause. 

Interdose symptoms: Early morning anxiety and emergence of anxiety symptoms 
between doses have been reported in panic patients taking XANAX. It can usually 
be managed with more frequent administration of the same total daily dose or by 
increasing total dosage. 

Risks of dose reduction: Withdrawal reactions may occur with dosage reduction 
for any reason; dosage should be reduced gradually. (See DOSAGE AND 
ADMINISTRATION.) 

XANAX is not of value in treating psychosis and should not be used in lieu of 
appropriate treatment. Patients receiving XANAX should be cautioned about 
hazardous occupations or activities requiring full alertness and also about simul- 
taneous ingestion of alcohol or other CNS depressants. 

Benzodiazepines can cause fetal harm in pregnant women, hence women who 
may become pregnant should be warned. Avoid during the first trimester. (See 
DRUG ABUSE AND DEPENDENCE and DOSAGE AND ADMINISTRATION.) 


PRECAUTIONS 

General: lf XANAX is combined with other psychotropics or anticonvulsants, 
consider drug potentiation. (See DRUG INTERACTIONS.) Use the usual precautions 
in patients with impaired renal, hepatic, or pulmonary function and regarding pre- 
scription size in depressed and suicidal patients. Use the smallest effective dose 

to avoid ataxia or oversedation, which may be a particular problem in elderly or 
debilitated patients. Alprazolam plasma half-life may be prolonged in obese patients 
or those with alcoholic liver disease. There have been rare reports of death in 
patients with severe pulmonary disease shortly after the start of therapy with XANAX. 
Episodes of mania and hypomania have been reported in depressed patients. 
Alprazolam is weakly uricosuric. 

Information for patients: For all users of XANAX. Alert patients about: 

(1) consumption of alcohol and drugs, (2) not taking any benzodiazepine during 
pregnancy or while nursing, (3) operating machinery or driving, (4) not increasing 
the dose due to risk of dependence, (5) not stopping the drug abruptly. 

Additional advice for panic patients: 

Use of more than 4 mg per day of XANAX for long periods of time may cause 
severe emotional and physical dependence in some patients, and these patients 
may find it difficult to stop treatment. In two studies lasting 6 to 8 weeks, 7% to 29% 
of patients treated with XANAX did not completely taper off therapy. The ability of 
patients to completely discontinue therapy has not been determined. Also, extended 
use of high doses appears to increase the incidence and severity of withdrawal 
reactions when XANAX is discontinued. These are generally minor, but seizure, 
which can be life-threatening, can occur, especially if dose is reduced too rapidly 
or stopped abruptly. 

Laboratory tests: Not ordinarily required in otherwise healthy patients. 

Drug interactions: Additive CNS depressant effects with other psychotropics, 
anticonvulsants, antihistamines, ethanol, and other CNS depressants. Plasma 
levels of imipramine and desipramine are increased. Pharmacokinetic interactions 
with other drugs have been reported. Cimetidine and oral contraceptives can 
delay clearance of benzodiazepines. Drug/laboratory test interactions: No con- 
sistent pattern. Carcinogenesis, mutagenesis, impairment of fertility: 

No carcinogenic potential or impairment of fertility in rats. Pregnancy: See WARN- 
INGS. Nonteratogenic effects: The child born of a mother on benzodiazepines 
may be at some risk for withdrawal symptoms, neonatal flaccidity, and respiratory 
problems. Labor and delivery: No established use. Nursing mothers: Benzodiaz- 
epines are excreted in human milk. Women on XANAX should not nurse. Pediatric 
use: Safety and effectiveness in children below the age of 18 have not been 
established. 


ADVERSE REACTIONS 

Side effects are generally observed at the beginning of therapy and usually dis- 
appear with continued medication. In the usual patient, the most frequent side 
effects are likely to be an extension of the pharmacologic activity of XANAX, eg, 
drowsiness or light-headedness. 





Central nervous system: Drowsiness, light-headedness, depression, headache, 
confusion, insomnia, nervousness, syncope, dizziness, akathisia, and tiredness/ 
sleepiness. Impaired coordination, irritability, memory impairment, cognitive disorder, 
dysarthria, anxiety, abnormal involuntary movement, changed libido, muscular 
twitching, weakness, muscle-tone disorders, agitation, disinhibition, paresthesia, 
talkativeness, vasomotor disturbances, derealization, dream abnormalities, fear, 
feeling warm. 

Gastrointestinal: Dry mouth, constipation, diarrhea, nausea/vomiting, increased 
salivation, decreased salivation, and abdominal distress. 

Cardiorespiratory: Tachycardia/palpitations, hypotension, nasal congestion, 
chest pain, hyperventilation, upper respiratory infection. 

Other: Blurred vision, rigidity and tremor, tinnitus, muscular stiffness and cramps, 
sweating, skin disorders, rash, change in appetite, micturition difficulties, menstrual 
disorders, sexual dysfunction, edema, incontinence, infection, dermatitis/allergy, 
weight gain, and weight loss. 

Withdrawal seizures with rapid decrease or abrupt discontinuation. (See 
WARNINGS.) 

To discontinue treatment, dosage must be reduced slowly by no more than 0.5 
mg every 3 days. l 

The following adverse events have been reported with benzodiazepines: dystonia, 
concentration difficulties, anorexia, slurred speech, jaundice, pruritus, diplopia. 

Untreated panic disorder has been associated with depressive disorders and 
suicide. When treating panic patients, the same caution must be used as in treating 
patients with depression or suicidal ideation. 

Paradoxical reactions such as stimulation, agitation, rage, increased muscle 
spasticity, sleep disturbances, and hallucinations may occur. Should these occur, 
discontinue the drug. 

During prolonged treatment, periodic blood counts, urinalysis, and blood 
chemistry analysis are advisable. Minor EEG changes, of unknown significance, 
have been observed. 

Liver enzyme elevations, gynecomastia, and galactorrhea have been reported. 
but no causal relationship was established. 


DRUG ABUSE AND DEPENDENCE 

Physical and psychologic dependence: Withdrawal symptoms like those noted 
with sedative/hypnotics and alcohol have been seen after discontinuance of benzo- 
diazepines. Symptoms can range from mild dysphoria and insomnia to a major 
syndrome including abdominal and muscle cramps, vomiting, sweating, tremors, 
and convulsions. The distinction between withdrawal symptoms and recurrence of 
illness is difficult. Withdrawal typically includes new symptoms, occurs toward the 
end of taper or shortly after discontinuation, and decreases with time. Recurrent 
panic disorder recurs early or late, with persistent symptoms similar to the initial 
presentation. When necessary XANAX should be restarted in adequate dosage. 

Withdrawal symptoms, including seizures, may occur after brief therapy with doses 
of 0.75 to 4 mg/day, but severity and incidence are apparently increased after doses 
above 4 mg/day, after rapid decrease of dosage or abrupt discontinuation. Dosage 
should be gradually tapered under close supervision, especially in patients with a 
history of seizures or epilepsy. 

Psychologic dependence is a risk with all benzodiazepines, increasing at higher 
doses, with long-term use, and in patients with a history of alcohol or drug abuse. 
Addiction-prone patients should be closely supervised when receiving XANAX 
and repeat prescriptions limited. 

Controlled Substance Class: XANAX is a controlled substance and has been 
assigned to schedule IV. 


OVERDOSAGE 

Mánifestations include somnolence, confusion, impaired coordination, diminished 
reflexes, and coma. Death has been reported with overdosage of benzodiazepines 
by themselves or in combination with overdosage of alcohol. 


DOSAGE AND ADMINISTRATION 
Dosage should be individualized, using the lowest effective dose. The need for 
treatment should be reassessed frequently. 

Anxiety: The usual starting dose is .25 to 0.5 mg t.i.d. Maximum daily dose is 4 mg. 
Patients who are elderly or debilitated, or have advanced liver disease, may be es- 
pecially sensitive to benzodiazepines, and the starting dose is 0.25 mg b.i.d. or t.i.d. 
Reduce dosage gradually, by no more than 0.5 mg every 3 days, or more slowly. 

Panic disorder: Many patients required more than 4 mg daily. Mean dosage in 
studies was 5 to 6 mg/day, with a maximum of 10 mg/day. Treatment may be initiated 
with 0.5 mg t.i.d. Depending on the response, dose may be increased everv 3 or 4 
days by up to 1 mg daily. After extended freedom from attacks, dosage should be 
carefully tapered by, at most, 0.5 mg every 3 days. Some patients may be resistant 
to all discontinuation regimens. 


HOW SUPPLIED 
XANAX Tablets are available in 0.25-mg, 0.5-mg, 1-mg, and 2-mg strengths. 


CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION. 
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HALDOL Decanoate 100 


(HALOPERIDOL) INJECTION = 100mg/mL 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION 50mg/mL 


For IM Injection Only 


The following is a brief summary only. Before prescribing, see complete prescribing 
information in HALDOL and HALDOL Decanoate product labeling. 


Contraindications: Since the pharmacologic and clinical actions of HALDOL Decanoate 50 and 
HALDOL Decancate 100 are attributed to HALDOL haloperidol as the active medication. Contrain- 
dications, Warnings. and additional information are those of HALDOL, modified to reflect the 
prolonged action 

HALDOL is contraindicated in severe toxic central nervous system depression or comatose 
States from any cause and in individuals who are hypersensitive to this drug or have Parkinson's 
disease. 


Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irrevers- 

ible, involuntary. dyskinetic movements may develop in patients treated with antipsychotic drugs. 

Although the prevalence of the syndrome appears to be highest among the elderly. especially 

elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of 

antipsychotic treatment. which patients are likely to develop the syndrome. Whether antipsychotic 

drug products differ in their potential to cause tardive dyskinesia is unknown. Both the risk of 

developing tardive dyskinesia and the likelihood that it will become irreversible are believed to 

increase as the duration of treatment and the total cumulative dose of antipsychotic drugs 

administered to the patient increase. However. the syndrome can develop. although much less 

commonly, after relatively brief treatment periods at low doses. There is no known treatment for 

established cases of tardive dyskinesia. although the syndrome may remit. partially or completely. 

if antipsychotic treatment is withdrawn. Antipsychotic treatment. itself, however. may suppress (or 

Partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the 

underlying process. The effect that symptomatic suppression has upon the long-term course of 

the syndrome is unknown. Given these considerations. antipsychotic drugs should be prescribed 

™ in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 

antipsychotic treatment should generally be reserved for patients who suffer from a chronic illness 

that 1) is Known to respond to antipsychotic drugs. and 2) for whom alternative. equally effective. 

`A. but potentially less harmful treatments are not available or appropriate. In patients who do require 

chronic treatment, the smallest dose and the shortest duration of treatment producing a satisfac- 

tory clinical response should be sought. The need for continued treatment should be reassessed 

periodically. If signs and symptoms of tardive dyskinesia appear in a patient on antipsychotics. 

we drug discontinuation should be considered. However. some patients may require treatment despite 

the presence of the syndrome. (For further information about the description of tardive dyskinesia 
and its clinical detection. please refer to ADVERSE REACTIONS.) 

Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom complex sometimes 
referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with 
antipsychotic drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
mental status (including catatonic signs) and evidence of autonomic instability (irregular pulse or 
blood pressure. tachycardia. diaphoresis and cardiac dysrhythmias). Additional signs may include 
elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. The 
diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is 
important to identify cases where the clinical presentation includes both serious medical illness 
(e.g.. pneumonia systemic infection, etc) and untreated or inadequately treated extrapyramidal 
signs and symptoms (EPS). Other important considerations in the differential diagnosis include 
central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system (CNS) 
pathology. The management of NMS should include 1) immediate discontinuation of antipsychotic 
drugs and other drugs not essential to concurrent therapy. 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment of any concomitant serious medical problems for which 

pecific treatments are available. There ts no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS If a patient requires antipsychotic drug treatment after 
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered 
The patient should be carefully monitored, since recurrences of NMS have been reported 
Hyperpyrexia and heat stroke, not associated with the above symptom complex. have also been 
reported with HALDOL 

Usage in Pregnancy: (see PRECAUTIONS—Usage in Pregnancy) Combined Use With Lithium. 
(see PRECAUTIONS—Drug Interactions) 

General: Bronchopneumonia. sometimes fatal, has followed use of antipsychotic drugs. includ- 
ing haloperidol. Prompt remedial therapy should be instituted if dehydration, hemoconcentration or 
reduced pulmonary ventilation occur. especially in the elderly. Decreased serum cholesterol and/or 
cutaneous and ocular changes have been reported with chemically-related drugs. although not 
with haloperidol. See PRECAUTIONS— Information for Patients for information on mental and/or 
physical abilities and on concomitant use with other substances 


Precautions: Acminister cautiously to patients: (1) with severe cardiovascular disorders. due to the 
possibility of transient hypotension and/or precipitation of anginal pain (if a vasopressor is required, 
epinephrine should not be used since HALDOL may block its vasopressor activity and paradoxical 
further lowering of blood pressure may occur. metaraminol. phenylephrine or norepinephrine 
should be used). (2) receiving anticonvulsant medications. with a history of seizures. or with EEG 
abnormalities, because HALDOL may lower the convulsive threshold. If indicated, adequate 
anticonvulsant therapy should be concomitantly maintained; (3) with Known allergies or ahistory of 
allergic reactions to drugs; (4) receiving anticoagulants. since an isolated instance of interference 
Yecurred with the effects of one anticoagulant (phenindione). Concomitant antiparkinson medica- 

on, if required, may have to be continued after HALDOL is discontinued because of different 
‘xcretion rates; if both are discontinued simultaneously. extrapyramidal symptoms may occur 
intraocular pressure may increase when anticholinergic drugs. including antiparkinson drugs, are 
administered concomitantly with HALDOL. When HALDOL is used for mania in bipolar disorders, 
there may be a rapid mood swing to depression. Severe neurotoxicity may occur in patients with 
thyrotoxicosis receiving antipsychotic medication, including HALDOL 


The 1, 5. 10 mg HALDOL tablets contain FD&C Yellow No. 5 (tartrazine) which may cause 
allergic-type reactions (including bronchial asthma) in certain susceptible individuals, especially in 
those who have aspirin hypersensitivity. 

Information for Patients: Mental and/or physical abilities required for hazardous tasks or driving 
may be impaired. Alcohol should be avoided due to possible additive effects and hypotension. 

Drug Interactions: Patients receiving lithium plus haloperidol should be monitored closely for 
early evidence of neurological toxicity and treatment discontinued promptly if such signs appear. 
As with other antipsychotic agents, it should be noted that HALDOL may be capable of potentiating 
CNS depressants such as anesthetics, opiates, end alcoho! 

Carcinogenesis, Mutagenesis and Impairment of Fertility: No mutagenic potential of haloperi- 
dol decanoate was found in the Ames Salmonella microsomal activation assay. 

Carcinogenicity studies using oral haloperido! were conducted in Wistar rats (dosed at up to 5 
mg/kg daily for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg daily for 18 months). In 
the rat study survival was less than optimal in all dose groups, reducing the number of rats at risk 
for developing tumors. However. although a relat vely greater number of rats survived to the end of 
the study in high dose male and female groups, these animals did not have a greater incidence of 
tumors than control animals. Therefore, although not optimal, this study does suggest the absence 
of a haloperidol related increase in the incidence of neoplasia in rats at doses up to 20 times the 
usual daily human dose for chronic or resistant patients. In female mice at 5 and 20 times the 
highest initial daily dose for chronic or resistant patients, there was a statistically significant 
increase in mammary gland neoplasia and total tumor incxdence; at 20 times the same daily dose 
there was a Statistically significant increase in pituitary gland neoplasia. In male mice. no 
statistically significant differences in incidences of total tumors or specific tumor types were noted 

Antipsychotic drugs elevate prolactin levels: the elevation persists during chronic adm nistration. 
Tissue Culture experiments indicate that approximately one-third of human breast cancers are 
prolactin dependent in vitro, a factor of potential importance if the prescnption of these drugs is 
contemplated in a patient with a previously detected breast cancer Although disturbances such as 
galactorrhea, amenorrhea, gynecomastia. and impotence have been reported. the clinical signifi- 
cance of elevated serum prolactin levels is unknown for most patients. An increase in mammary 
neoplasms has been found in rocents after chranic admiristration of antipsychotic drugs. Neither 
clinical studies nor epidemiologic studies conducted to dete. however, have shown an association 
between chronic administration of these drugs and mammary tumongenesis: the available 
evidence ıs considered too limited to be concluswe at this ame 

Usage in Pregnancy. Pregnancy Category C. Safe use in pregnancy or in women likely to 
become pregnant has not been established; use only if benefit clearly justifies potential hazards to 
the fetus 

Nursing Mothers: Infants should not be nursed during drug treatment 

Pediatric Use: Controlled trials to establish the safety and effectiveness cf intramuscular 
administration in children have not been conducted. 


Adverse Reactions: Adverse reactions following the administration of HALDOL Decaroate 50 or 
HALDOL Decanoate 100 are those of HALDOL haloperidol. Since vast experience has accumu- 
lated with HALDOL. the adverse reactions are reported for that compound as well as for 
haloperidol decanoate. As with all injectable medications. loca! tissue reactions have been 
reported with haloperidol decanoate i 

CNS Effects: Extrapyramidal Reactions—Neuromuscular (extrapyramidal) reactions have been 
reported frequently, often during the first few days of treatment. Generally they involved Parkin- 
son-like symptoms which when first observed were usually mild to moderately severe end usually 
reversible. Other types of neuromuscular reactions (motor restlessness, dystonia, akathisia, 
hyperreflexia. opisthotonos, oculogyric crises) nave been reported far less frequently but were 
often more severe. Severe extrapyramidal reactions have been reported at relatively low doses. 
Generally, extrapyramidal symptoms are dose-related since they occur atrelatively highdoses and 
disappear or become less severe when the dose is reduced. Antiparkinsan drugs may be required. 
Persistent extrapyramidal reactions have been reported and the drug may nave to be discontinued 
in such cases. Withdrawal Emergent Neurological Signs—Abrupt discontinuation of short-term 
antipsychotic therapy is generally uneventful. However, some patients on maintenance treatment 
experience transient dyskinetic signs after abrupt withdrawal. In certain cases these are indistin- 
guishable from “Tardive Dyskinesia’ except for Curation. Itis unknown whether gradual withdrawal 
will reduce the occurrence of these signs, but until further evidence is available HALDOL should be 
gradually withdrawn. Tardive Dyskinesia—As with all antipsychotic agents HALDOL has been 
associated with persistent dyskinesias. Tardive dyskinesia, a syndrome consisting of potentially 
irreversible. involuntary. dyskinetic movements, May appear in some patients on long-term therapy 
or may occur after drug therapy has been discontinued. The risk appears to be greater in elderly 
patients on high-dose therapy, especially females. The symptoms are persistent and in some 
patients irreversible. The syndrome is characterized by rhythmical involuntary movements of 
tongue. face. mouth or jaw (e.g.. protrusion of tongue. puffing of cheeks, puckering of mouth, 
chewing movements). Sometimes these may be accompanied by involuntary movements of 
extremities and the trunk. There is no known effactive treatment for tardive dyskinesia; antiparkin- 
son agents usually do not alleviate the symptoms of this syndrome. It is suggested that all 
antipsychotic agents be discontinued if these symptoms appear Should it be necessary to 
reinstitute treatment. or increase the dosage of the agent. or switch to a different antipsychotic 
agent, this syndrome may be masked. It has been reported that fine vermicular movement of the 
tongue may be an early sign of tardive dyskinesia and if ne medication is stepped at that time the 
full syndrome may not develop Tardive Dystonia—Tardive dystonia, not associated with the above 
syndrome. has also been reported. Tardive dystonia is characterized by delayed onset of choreic or 
dystonic movements. is often persistent. and has the potential of becoming irreversible. Other CNS 
Effects—insomnia, restlessness. anxiety, euphoria. agitation. drowsiness. depression, lethargy. 
headache. confusion. vertigo, grand mal seizures. anc exacerbation of psychotic symptoms 
including hallucinations. and catatonic-like behavioral states which may be responswe to drug 
withdrawal and/or treatment with anticholinergic drugs 

Body as a Whole: Neuroleptic malignant syndrome (NMS), hyperpyrexia and heat stroke have 
been reported with HALDOL. (See WARNINGS for further information concerning NMS.) Cardio- 
vascular Effects: Tachycardia, hypotension, hypertersion anc ECG changes. Hematologic 
Effects. Reports of mild. usually transient leukopenia and leukocytosis, minimal decreases in red 
blood cell counts, anemia. or a tendency toward lymphomonocytosis: agranulocytosis rarely 
reported and only in association with other medication. Liver Effects: Impaired liver function and/or 
jaundice. Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of 
photosensitivity, loss of hair Endocrine Disorders: Lactation, breast engorgement. mastaigia. 
menstrual irregularities, gynecomastia. impotence, increased libido. hyperglycemia, hypoglycemia 
and hyponatremia. Gastrointestinal! Effects: Anorexia, constipation, diarrhea. hypersalivation. 
dyspepsia. nausea and vomiting. Autonomic Reactions: Dry mouth. blurred vision, urinary 
retention, diaphoresis, and priapism. Respiratory Effects: Laryngospasm. bronchospasm and 
increased depth of respiration. Special Senses: Cataracts, retinopathy and visual disturbances 
Other’ Cases of sudden and unexpected death have been reported in association with the 
administration of HALDOL. The nature of the evidemce makes it impossible to determine 
definitively what role. if any, HALDOL played in the outcome of the reported cases. The possibility 
that HALDOL caused death cannot. of course, be excluded, but it is to be kept in mind that sudden 
and unexpected death may occur in psychotic patients when they go untreated or when they are 
treated with other antipsychotic drugs 


IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoate 
products are administered or prescribed. 
For information on symptoms and treatment of overdosage, see full prescribing 
information. 

The short-acting HALDOL injectable form is intenced only for acutely agitated psychotic 
patients with moderately severe to very severe symptoms 
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HALDOL Decanoate 


(HALOPERIDOL) INJECTION 


100 mg/mL formulation is twice the concentration 
of the original 50 mg/mL decanoate formulation 


@ For many patients, fewer injections 
per dose may reduce anxiety and 
enhance patient compliance 


E Multi-dose vial packaging means 
convenience for you and your staff 


Please see brief summary of Prescribing Informatiga 
on the preceding page. 


During dose adjustment or episodes of exacerbation f d 

s lirs symptoms, therapy with ' 
ALDOL Decanoate 100 or HALDOL Decanoate 50 

Sas be supplemented with short-acting forms of 

HALDOW (haloperidol) The side effects of the 

decanoate products are those of HALDOL The 

prolonged action of HALDOL Decanoate 100 and 

HALDOL Decanoate 50 should be considered in the 

management of side effects 
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(HALOPERIDOL) INJECTION 100mg/mL 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION 50mg/mL 
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